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District 

Kenneth 


PROCEEDINGS. 
THE CLERK: All rise. Ramsey 
Court is again in session, the 
J. Fitzpatrick now presiding. 
(Jury enters the courtroom.) 
THE CLERK: Please be seated. 
THE COURT: Good morning. 
(Collective "Good morning.") 
THE COURT: Counsel. 


County 

Honorable 
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(Side-bar discussion as follows:) 
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(Side-bar discussion concluded.) 


7 
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MR. BERNICK: 
Good morning. Dr. 
THE WITNESS: 
MR. BERNICK: 

gentlemen. 


May I proceed. Your Honor? 
Rowell. 

Good morning. 

Good morning, ladies and 


(Collective "Good morning.") 


PETER ROWELL 


called as a witness, being previously 
sworn, was examined and testified as 
follows: 


DIRECT EXAMINATION (cont'd) 

BY MR. BERNICK: 

Q. Dr. Rowell, where we left off yesterday, I think 
we were going to talk about the second topic that was 
on our original list, and that was the comparison of 
nicotine with other drugs. Is that basically where 
we broke off? 

A. I think that's right. 

Q. Okay. And I want to make a list here of the 
kinds of things that we're going to be talking about 
when we do comparison of nicotine versus other drugs. 
And I think you had begun to talk about dopamine as a 
neurotransmitter; is that right? 

A. That's right. 

Q. Okay. Is the increased release or availability 

STIREWALT & ASSOCIATES 

P. O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 

DIRECT EXAMINATION - PETER ROWELL 

12580 

of dopamine one of the areas in which you can — 
which you can use to compare nicotine with other 
drugs? 

A. Yes. Because dopamine is the neurotransmitter 
that has been associated with reinforcement, that's 
one of the ones you'd want to look at to compare with 
other drugs to see how it — how the extent of the 
increase would be compared. 

Q. Going back to your video, do you have some — 
some diagrams that would help you explain the role of 
dopamine and how it's a common feature? 

MR. CIRESI: Your Honor, I'm going to 
object unless there's some type of foundation that 
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14 this witness has looked at this in people, in 

15 people — excuse me — whether or not this witness 

16 has any foundation to say that he's looked at this in 

17 actual people. 

18 THE COURT: Well why don't you proceed. 

19 BY MR. BERNICK: 

20 Q. Could you just start up with your video and 

21 explain the operation of dopamine in connection with 

22 the different drugs that you're going to be 

23 comparing. 

24 A. Okay. Let's see where this starts. 

25 Well yesterday we had a cartoon of the synapse 
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1 between one nerve and another, and in this case this 

2 is a dopamine neuro — nerve, so this is the dopamine 

3 neurotransmitter that's in the nerve ending here, and 

4 these are the acetylcholine receptors where nicotine 

5 works. And so we can see how nicotine will cause an 

6 increase in neurotransmitter release here, going in 

7 here. First, nicotine will bind to these receptors 

8 that exist on the nerve ending, then that will cause 

9 a relative increase in the amount of neurotransmitter 

10 that's coming out of this upstream nerve. That 

11 neurotransmitter then will, of course, bind to the 

12 downstream nerve across the synapse, cause an 

13 excitation or an electrical increase, and then the 

14 dopamine neurotransmitter will be taken back up by 

15 these reuptake pumps, back into the nerve ending 

16 where it can be released again. So again the 

17 nicotine works right on these acetylcholine receptors 

18 at the nerve ending. 

19 Q. Okay. Do you have a similar demonstration with 

20 regard to other drugs, again focusing on dopamine? 

21 A. Yes, a number of other drugs. One would be 

22 caffeine. We talked yesterday that caffeine acts 

23 through adenosine receptors, so caffeine can increase 

24 the dopamine release by interacting or fitting into 

25 these adenosine receptors which also occur on not 
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1 only dopamine nerves that we talked about, but many 

2 of those other neurotransmitters. And so the 

3 mechanism is quite similar: binding to the adenosine 

4 receptors and increasing dopamine levels inside the 

5 synapse, leading to an electrical response on the 

6 downstream nerve. The neurotransmitter is taken back 

7 up into the nerve ending where it can be released in 

8 response to another caffeine administration or 

9 another nerve impulse. 

10 Q. Okay. Any other drugs? 

11 A. Yes. If we start with a neurotrans — dopamine 

12 neurotransmitter again, we can look at how cocaine 

13 increases dopamine levels. And this acts differently 

14 because here cocaine works on these reuptake pumps 

15 and it works by blocking the ability of dopamine to 

16 be removed from the synaptic space here. So if we 

17 start this in motion, cocaine will come and block 

18 these uptake pumps. As an electrical signal comes 
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down, dopamine will be released into the synapse, 
stimulate those receptors on that downstream side, 
but the dopamine will not be able to get back in to 
the — to the nerve terminal. Can cause some more 
excitation. As another impulse comes down, more 
dopamine release, and what you end up with is a lot 
more dopamine in the synapse which can continue to 
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stimulate the post-synaptic side of the nerve. 

Q. Okay. Next, another drug? 

A. Okay. Amphetamine works in a similar way, but 
it not only increases — it only blocks the removal, 
not only blocks the removal at the uptake pumps, but 
it also can come in and displace some of the dopamine 
to stimulate further release by itself. So if we 
start this, some of the amphetamine blocks the 
reuptake pumps, some of them gets inside. As a nerve 
impulse comes down, dopamine is released, stimulates 
the downstream nerve. Once again the reuptake is 
blocked, so the dopamine stays out into the synaptic 
area, into the synapse. As another nerve impulse 
comes down, more dopamine is released, it also cannot 
get back in because of the reuptake being blocked, 
and so you get more stimulation and more dopamine in 
the synapse. 

Q. Now I think you've just gone through nicotine, 
caffeine — did I spell that right? I don't think I 
did — cocaine — 

A. Cocaine. 

Q. — and amphetamine. 

A. Correct. 

Q. Is dopamine effects or — 

Are dopamine effects a common feature between 
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all of these? 

A. Yes. All of those drugs will work on dopamine. 

Q. Is that a — 

A. So it's — it's a common feature. Although, as 
I mentioned yesterday, nicotine, caffeine tend to be 
more broadbased and work on other transmitters, so 
it's not the only transmitter that nicotine and 
caffeine work on, but they all work on dopamine. 

Q. Common feature? 

A. It's a common feature. 

Q. Okay. Has this commonality or this similarity 
between nicotine, caffeine, cocaine and amphetamines 
been reported and discussed in the scientific 
literature? 

A. Yes, it has. 

Q. Now beyond the fact that dopamine and dopamine 
effects are a common feature with all these different 
kinds of drugs, is there a way to kind of take the 
next step and see — 

Are there quantitative differences or 
differences in degree? 

A. Yes. In about the last decade or so a technique 
has been developed called microdialysis where a probe 
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24 is actually put down in a synaptic area to try to 

25 measure the actual levels of dopamine that would 
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1 occur as a result of these different drugs and — and 

2 other drugs. 

3 Q. Do you have an illustration of what it is that 

4 you're referring to when you talk about putting a 

5 probe in the synaptic area? 

6 A. Yes. That's — 

7 You can measure this in a synapse by comparing 

8 this with a probe that would come down. As a nerve 

9 impulse is coming down, releases dopamine, 

10 dopamine — some of that goes up into this 

11 microdialysis probe, and then that can be measured. 

12 Q. Okay. Let's — let's make sure that we get a 

13 basis for what we're doing here. We're talking about 

14 an experiment in animals? 

15 A. Yes. This can only be done in animals, so — 

16 There's no way to measure dopamine levels in the 

17 human brain. 

18 Q. And when it's done in animals, you're actually 

19 going in to the space where the neurotransmitter is 

20 found with a probe? 

21 A. Right. 

22 Q. What does that mean? What kind of probe is it 

23 and what does it do? 

24 A. Okay. It's called the microdialysis probe, and 

25 what that means — it's micro, means it's very small. 
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1 And it was difficult to develop these. So they come 

2 down — as I mentioned, I think I mentioned 

3 yesterday, they're about the size of maybe one or two 

4 human hairs as far as the diameter, and they're 

5 inserted down in, in these cases that I'll talk 

6 about, the nucleus accumbens, the pleasure center 

7 area, inserted down there, and then there's a fluid 

8 that fills here. And there's a dialysis membrane — 

9 you might be familiar with dialysis for kidney 

10 patients — in which case small molecules can pass 

11 across this membrane but the large proteins will be 

12 excluded. So you wouldn't really get any large 

13 proteins in, but that's why these little, small 

14 molecules, which are the neurotransmitter, can cross 

15 the membrane, get into this fluid, and then can be 

16 measured. 

17 Q. Okay. Now have articles been published — 

18 Has research been done leading to peer-reviewed 

19 articles where this technique is used to determine 

20 dopamine levels in response to different substances? 

21 A. Yes. 

22 Q. Okay. I want to direct your attention to tab 37 

23 in your book, it's GK100165. 

24 A. I have it. 

25 Q. Is that one of those articles and studies? 
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A. Yes, that's one of the articles. 

Q. Is that a reliable authority in this area and 
have you relied upon it in connection with your work 
on this case? 

A. Yes, I have. 

MR. BERNICK: We offer it as a learned 
treatise. It's GK100165. 

MR. CIRESI: Is that designated, counsel? 
MR. BERNICK: Yes. 

MR. CIRESI: We don't have that. Your 
Honor. We won't object on 803(18) . We'll try to get 
a copy. 

MR. BERNICK: Here, Mike. 

THE COURT: Do you want to see my copy, 

or — 

(Document handed to Mr. Ciresi.) 

MR. CIRESI: Thank you. 

MR. CIRESI: No objection. Your Honor. 

THE COURT: Court will receive GK100165. 

BY MR. BERNICK: 

Q. Dr. Rowell, have I displayed on the screen the 
front page of this article? 

A. Yes, you did. 

Q. Could you explain what the subject matter of 
this article is. 
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1 A. Okay. This is an article where the different 

2 drugs here, cocaine, morphine, amphetamine, were 

3 intravenously administered to rats, and as you see 

4 the bottom line of the title is, they measured the 

5 amount of dopamine — "extracellular" means outside 

6 the nerve cells — as compared — I mean in the rat 

7 nucleus accumbens. And they were just measuring 

8 different areas in the nucleus accumbens, is what the 

9 shell and the core refers to. 


10 

Q. 

Okay. So we're 

talking here about cocaine. 

11 

morphine and amphetamine? 

12 

A. 

Right. 


13 

Q. 

And again the measurement is of dopamine. 

14 

A. 

Measurement is of dopamine. 

15 

Q. 

I want to direct 

your attention to tab 41, which 

16 

is GK100254. 


17 

A. 

Okay. 


18 

Q. 

Is that another 

reliable authority within this 

19 

area. 

and have you relied upon it in connection with 

20 

your 

testimony here? 


21 

A. 

Yes, I have. 


22 


MR. BERNICK 

: We'll offer it as a learned 

23 

treatise. 


24 


MR. CIRESI: 

No objection. Your Honor. 

25 


THE COURT: 

Court will receive GK100254. 
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1 BY MR. BERNICK: 

2 Q. Now here we're talking about nicotine. 

3 A. Right. 

4 Q. Okay. Now the author here notes — see if I can 
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5 blow this up — tobacco — I guess I didn't get quite 

6 the right part of it here. Try again. "The question 

7 of whether nicotine, the neuroactive compound of 

8 tobacco, is addictive has been open to considerable 

9 scientific and public discussion." 

10 Incidentally, what's the date of this article? 

11 A. This is, I believe, last — 1996, I think. 

12 Q. Okay. So in 1996, the author is saying that 

13 whether it is addictive has been open to considerable 

14 scientific and public discussion? 

15 A. Yes. 

16 Q. "Although It can serve as a positive reinforcer 

17 in several animal species, including man, nicotine is 

18 thought to be a reinforcer in comparison with 

19 addictive drugs such as cocaine and heroin. It has 

20 been argued to be habit forming but not addictive." 

21 What's a weak reinforcer? 

22 A. Well if you put reinforcement on a continuum, 

23 kind of on a scale, you can have weak reinforcers or 

24 strong reinforcers. Caffeine is kind of considered a 

25 classic example of a weak reinforcer. So although 
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1 animals can self-administer caffeine and it causes 

2 some activity in the brain, it causes dopamine 

3 release as we saw. It would not be considered a drug 

4 that would have strong reinforcing or dependence 

5 properties. 

6 Q. Now it says right here that "has been argued to 

7 be habit forming but not addictive." What does 

8 reinforcement have to do with whether something is 

9 addictive or whether something is habit forming? 

10 A. Well if you had a — just a clear habit, you 

11 could get a — 

12 MR. CIRESI: Excuse me. Your Honor, I'm 

13 going to object to any testimony on the part of this 

14 witness with respect to that. He's not an expert on 

15 addiction. 

16 BY MR. BERWICK: 

17 Q. Well Dr. Rowell, within your field, does your 

18 field relate specifically to the issue of 

19 reinforcement from the point of view of nicotine 

20 pharmacology? 

21 A. That's exactly the research I do, yes. 

22 Q. Okay. In connection with the research, have you 

23 and do you become familiar with and work with 

24 discussions and treatises regarding the addictive 

25 properties of nicotine? 
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1 A. Yes. 

2 Q. Okay. And in connection — 

3 In that connection, do you investigate the role 

4 of research regarding reinforcement in elucidating 

5 the addictive or the habit-forming properties of 

6 substances including nicotine? 

7 A. Yes. 

8 MR. BERNICK: The testimony is offered for 

9 that purpose. Your Honor. 
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MR. CIRESI: Your Honor, we still object. 
He's not an expert in nicotine — he has not worked 
with nicotine addiction, and that's our objection. 

He has done pharmacological work. 

THE COURT: Okay. He's being offered as an 
expert in nicotine, as I understand it. 

MR. BERNICK: Nicotine pharmacology and 
reinforcement, that's correct. 

MR. CIRESI: But not on addiction. He has 
no expertise on addiction. Your Honor. 

THE COURT: Okay. Is he being offered as 
an expert on addiction? 

MR. BERNICK: He is being offered on the 
subject of the addictive or habit-forming qualities 
of nicotine as reflected in his work and the work of 
others regarding nicotine pharmacology. 
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MR. CIRESI: May I voir dire the witness. 
Your Honor, briefly? 

THE COURT: Briefly. 

VOIR DIRE EXAMINATION 

BY MR. CIRESI: 

Q. Good morning, doctor. 

A. Good morning. 

Q. Has one of your publications, one, dealt with 
the title of addiction? 

A. The title of the article is addiction? 

Q. Yes. 

A. No. 

Q. You are not a medical doctor; correct? 

A. No. 

Q. You have never treated any patients for 
addiction; correct? 

A. That's right. 

Q. You have not dealt with patients on behavioral 
treatment, pharmacological treatment, or relapse 
prevention; have you? 

A. No. Those would be clinical medicine rather 
than research, and I'm a researcher. 

Q. Your expertise is in neurotransmitters; correct? 
A. Well that's my research area, but I'm — 

Q. That's where you've researched; correct, sir? 
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A. Right. 

Q. You have not researched in the area of 
addiction; have you? 

A. Broadly speaking, if you are talking about 
laboratory research, I haven't. But of course I've 
been doing research in that broad area. 

Q. I'm not talking about reading articles, I'm 
talking about — 

A. Yeah. 

Q. — your expertise. You have not researched in 
the area of addiction of human beings; have you? 

A. Right, if it's experiments, actual laboratory 
experiments. 

Q. Yes. 
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15 A. No. 

16 Q. You have not researched in the area of addiction 

17 of human beings; have you? 

18 MR. BERNICK: Objection, it's asked and 

19 answered. 

20 A. There's no laboratory experiments that can get 

21 at that question. 

22 Q. Right. You have to deal with patients; correct, 

23 sir? 

24 A. No one can — can do laboratory experiments, 

25 really, on addiction, they have to do it on the drug, 
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1 because that's what the — 

2 I guess the topic that I'm discussing is 

3 nicotine as an addictive drug. It goes with the 

4 drug. 

5 Q. And to look at that experience in human beings, 

6 you have to deal with human beings in a clinical 

7 setting to determine from a medical standpoint the 

8 impact; don't you, sir? 

9 A. Well except for the fact that all of the bases 

10 for saying that nicotine is an addictive drug came 

11 from animal studies. None of that has ever been done 

12 in human beings by anyone. 

13 Q. That's not what I asked you. 

14 A. Oh. 

15 Q. To deal with addiction in human beings, you have 

16 to deal in a clinical setting in — with human 

17 beings; correct? 

18 A. That would be a treatment program. 

19 Q. And there is a whole body of scientific 

20 knowledge and expertise that has developed in 

21 addiction of human beings by scientists and doctors 

22 who work with human beings; correct? 

23 MR. BERNICK: Objection, Your Honor. At 

24 this point it's no longer voir dire, it's really 

25 cross-examination, even argumentative cross. 
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1 THE COURT: Well yeah, I think we're 

2 getting ready to close off with voir dire. 

3 MR. CIRESI: All right. I just — 

4 Your Honor, I think we're entitled to an answer 

5 to that question, because as I saw the proffer by 

6 counsel, he's trying to get this witness to talk 

7 about addiction, and Dr. Rowell doesn't deal in that 

8 area. That's our point. 


9 


THE 

COURT: 

All right. Well I'll allow you 

10 

to 

answer. 



11 


MR. 

BERNICK: 

: Dr. Rowell, could you explain 

12 

to 

us — 



13 


MR. 

CIRESI: 

Well — 

14 


MR. 

BERNICK: 

: — in your — oh, I'm sorry. 

15 


THE 

COURT: 

I'm going to allow him to 

16 

answer the question. 


17 


MR. 

BERNICK: 

: Oh, I'm sorry. Okay. 

18 


THE 

COURT: 

His question. 

19 


MR. 

BERNICK: 

: His question. 
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THE WITNESS: Could you repeat the 


20 

21 question? 

22 MR. CIRESI: Sure. Mr. Stirewalt, could we 

23 have the question back. 

24 (Record read by the court reporter.) 

25 A. I think that when you say "developed," I'd say 
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1 that that — that information was developed in large 

2 part on experiments in animals because it's 

3 impossible to do these kinds of experiments. So when 

4 you — 

5 The hypothesis of the addiction is directly and 

6 intimately related to studies on animals simply 

7 because you can't get into human brains and measure 

8 effects, neurochemical effects. 

9 Q. Are you saying that studies in animals are 

10 directly extrapolated to human beings? 

11 A. They are extrapolated. I don't know what 

12 "directly" — what you mean by "directly." They're 

13 extrapolated as well as possible because you just 

14 can't do the studies in human beings. 

15 MR. CIRESI: Your Honor, we object to any 

16 testimony of this witness with regard to the 

17 addiction of people. 

18 THE COURT: All right. Well I'll allow his 

19 testimony with respect to the addictive properties 

20 with regard to his experiments, but I don't believe 

21 he can testify as to how it affects people. Animals 

22 and the nature of the neurons, he can go into that 

23 area, so I think he can answer your question. 

24 MR. BERWICK: Right. And just — just to 

25 be clear — 
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1 DIRECT EXAMINATION (cont'd) 

2 BY MR. BERWICK: 

3 Q. Dr. Rowell, could you explain to the jury the 

4 nature of the relevance of the work that you do in 

5 the laboratory for the work of others who are 

6 involved in dealing with clinical treatment? 

7 MR. CIRESI: Well that's going to call for 

8 speculation on the part of this doctor. 

9 THE COURT: Yes, that's — that objection 

10 is sustained. 

11 Q. Well Dr. Rowell, in the course of your work in 

12 laboratory research, can you tell us why it is that 

13 people are interested in the laboratory research that 

14 you are doing? 

15 MR. CIRESI: Well Your Honor, — 

16 Q. What is the relevance of your laboratory 

17 research? 

18 MR. CIRESI: — again we're asking for 

19 speculation, as to some unknown person or people, why 

20 they would find relevance in Dr. Rowell's work. 

21 THE COURT: Can you specify who we're 

22 talking about, counsel? 

23 MR. BERWICK: Yes. 

24 BY MR. BERWICK: 
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25 Q. What is the, just historically — 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
DIRECT EXAMINATION - PETER ROWELL 

12598 

1 Let me put it this way: What is the genesis, 

2 what is the reason why your kind of research gets 

3 done? 

4 A. My kind of research gets done in order to give 

5 an indication of drug effects, pharmacology, and how 

6 they relate to addiction in humans. So I mean my 

7 work has been cited in the Surgeon General's 1988 

8 report, my experiments. I was invited to Minneapolis 

9 last fall to speak to the American Society of 

10 Addiction Medicine, to the clinicians; I was invited 

11 there by the National Institutes of Drug Abuse to 

12 speak to doctors about how this related to nicotine 

13 addiction in humans, and right in Minneapolis. I 

14 mean I see there's a very close relationship between 

15 the basic science research that's done on nicotine in 

16 this particular case and what contribution that drug 

17 has to human behavior. 

18 Q. What is the advantage or what do you get out of 

19 doing laboratory research that's important in this 

20 area? 

21 A. Well you are able to actually define, closely 

22 measuring different drug concentrations, how long you 

23 put it in, things like that, what it does to the 

24 brain. I mean I wish we could do this on the brains 

25 of human beings. I would be able to do that myself 
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1 using the same techniques, but it's — it's simply 

2 impossible for obvious ethical reasons to be able to 

3 take brain tissue from human beings and do the 

4 studies. We can't do these studies on post-mortem 

5 tissue because the brain tissue starts to die when — 

6 when a human being dies, and these are living 

7 systems, you might say, for the neurotransmitter to 

8 be released, for the nerve impulses to come down, you 

9 need to be alive. 

10 Q. And going back to this article here, when it 

11 makes the statement about weak reinforcer, does your 

12 research or does it not relate to the reinforcement 

13 properties of different drugs, but particularly 

14 nicotine? 

15 A. Yes, it does. I mean this study we have right 

16 here on the screen is an animal study where they, 

17 right in the first part, relate reinforcement to 

18 habit-forming and addictive behavior. So this 

19 researcher, who is also a basic science animal 

20 researcher, is addressing the question of smoking. 

21 Q. Okay. Now there's a statement that appears 

22 further down, it says, "These" — right here, "These 

23 neurochemical and metabolic effects are qualitatively 

24 similar to those of other drugs such as cocaine, 

25 amphetamine, morphine, which have strong addictive 
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1 properties. Our results provide functional and 

2 neurochemical evidence that there are specific 

3 neurobiological commonalities between nicotine and 

4 addictive drugs." 

5 Is that or is that not consistent with what 

6 you've just talked about here as common features? 

7 A. Yes. 

8 Q. Going beyond the fact that there are common 

9 features, does this article and the article that we 

10 just now referred to go beyond that and give you 

11 quantitative data; that is, how much? 

12 A. Yes, these studies address that problem — that 

13 province. 

14 Q. Let me direct your attention to tab 40, I think 

15 it is. Yes, tab 40, GK100170. 

16 A. Okay. 

17 Q. Is that another authoritative publication within 

18 this area concerning dopamine? 

19 A. Yes, it is. 

20 Q. And have you relied upon this in connection with 

21 your work in this case? 

22 A. Yes. 

23 Q. Does this relate to basically the same area that 

24 we've been talking about here? 

25 A. Yes. 
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1 MR. BERNICK: We offer it as a learned 

2 treatise. 

3 MR. CIRESI: No objection on that grounds, 

4 Your Honor. 

5 THE COURT: Court will receive GK100170. 

6 BY MR. BERNICK: 

7 Q. Again looking at dopamine levels? 

8 A. Yes. 

9 Q. The articles that you referred to so far have 

10 covered nicotine and they've covered cocaine and 

11 amphetamines. What does this article cover? 

12 A. And morphine. 

13 Q. And morphine. 

14 A. Yes. 

15 This article covers caffeine. We talked about 

16 caffeine working on adenosine receptors, so the — 

17 the — one of the drugs that we used in this study is 

18 caffeine. 

19 Q. Okay. Now have you used these articles that 

20 we've been talking about here to derive data, 

21 quantitative data comparing the effect of different 

22 drugs on dopamine levels actually found in these 

23 laboratory experiments? 

24 A. Yes, I have. 

25 Q. Is that something that you can just go right to 
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1 the article and, as an example, pluck off this chart 

2 right here? 

3 A. Not easily. I mean the comparison would be hard 

4 to make. 

5 Q. Okay. I want you to go back to your video and 
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explain the comparison that you've actually done 
using this data regarding dopamine levels. 

A. Okay. Well what I did was take the three papers 
we looked at, which are all 19 — 1995 and two 1996 
papers where they used basically the same technique, 
the microdialysis technique we talked about in the 
previous picture. And these are the amount of 
dopamine levels that are in the synapse at the 
highest effect that was — that was observed in those 
papers. Most of the papers did a number of different 
concentrations of drug, and of course they got more 
and more effect. Sometimes as you go too high, it 
just — you plateau or sometimes drop off. So I 
simply took the highest effect or the most active 
concentration and compared the dopamine levels that 
were in the synapse over a one-hour period. Again, 
the drugs were sometimes put in for different periods 
of time. And this is the percent increase in release 
from some of these different drugs in the dopamine 
levels, "percent increase" meaning if it went from 10 
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to 20, that would be a hundred percent increase. 

Q. Okay. Why don't you show us what those levels 
were. 

A. Okay. The first drug is amphetamine. That came 
from this first Pontieri paper that we have on the 
board. And amphetamine, because it blocks the 
removal from the synapse, causes a large increase, 
almost a 600 percent increase in the dopamine levels 
over this time period. 

Cocaine also blocks the reuptake — although it 
doesn't have that ability to displace the dopamine — 
blocks the reuptake and also causes a fairly large 
increase. 

Morphine also causes a large increase. 

These are the three drugs that were in the first 
paper. 

MR. CIRESI: Your Honor, this is a 
combination of papers. Can we have some foundation 
with regard to the dose levels that were given per 
hour with respect to each paper? Because I believe 
he's combined a number of papers here. 

THE COURT: Can you give us — 

MR. BERNICK: We can go through it in as 
much detail — I — I thought it would be best to — 
These are — 
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BY MR. BERNICK: 

Q. Are these three papers the basis for this chart? 
A. Yes. 

Q. And are the bars that you're showing based upon 
the data that is contained in these papers? 

A. They are taken right from the data in the 
papers. 

MR. BERNICK: Okay. And Your Honor, can we 

proceed? 

THE COURT: All right. 
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11 Q. Why don't you go ahead. 

12 A. Okay. Nicotine was the second paper we saw by 

13 the Pontieri group in 1996, where we saw it was 

14 qualitatively similar, and nicotine caused an 

15 increase of that magnitude over the one-hour period. 

16 And caffeine, which is the last paper we saw, 

17 causes an increase in that magnitude over the 

18 one-hour period. 

19 Q. Okay. 

20 A. The doses are different in these, because dosing 

21 is really depending upon how potent a drug is. You 

22 could have a very weak drug — 

23 In fact, there are very weak drugs that are very 

24 potent; in other words, you don't have to add much of 

25 the compound, very small concentrations, but they 
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1 don't do much. Or, you could have a non-potent drug 

2 that took a big dose but caused a big effect. So 

3 there's a difference between the activity of a drug, 

4 which is what this is measuring, and the potency. If 

5 you just compare whether one drug's more potent than 

6 another, it really doesn't mean much in medicine; I 

7 mean that means you have to take a little bit more of 

8 the drug. What we were interested in is how much of 

9 an effect you can get from a drug. 

10 Q. Could you go — I'm sorry. 

11 Could you go back over that one more time so we 

12 understand what you've just said. 

13 The difference between what it takes to have an 

14 effect, — 

15 A. Okay. 

16 Q. — is that potency? 

17 A. The potency is simply the amount of the drug 

18 that you have to put into a system in order to get 

19 whatever effect it would give, so it's — it's the 

20 concentration or the dose which you have to give 

21 either to a patient or to an animal or in a — in an 

22 isolated system like this, it's the concentration of 

23 the drug. It has nothing to do with how active the 

24 drug is or how big the effect is. You could have, 

25 again, a very potent but extremely weak drug which 
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1 wouldn't be very good. You might only have to take a 

2 pill that was tiny and small, but you wouldn't get 

3 any effect from it. That would be a potent but weak 

4 drug. Alternatively, what would be better in 

5 medicine is don't worry about the potency, we'll 

6 need — we need to have the effect, and we want to 

7 diminish side effects, so we want specificity and we 

8 want activity, we want a good amount of activity. 

9 Potency is probably the least important thing in 


10 

pharmacology 

and in medicine to how good a drug is. 

11 

Q. 

What is 

it that you're displaying 

on this table? 

12 

A. 

This is 

activity. This is — 


13 

Q. 

How effective the material is? 


14 

A. 

This is 

exactly how effective the 

drug is. 

15 

Q. 

Okay. 

If we go back to our chart 

here, dopamine 
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16 

as a common feature, what is your observation 

about 

17 

the degree of 

activity 

as concerns dopamine? 


18 

MR. 

CIRESI: 

Objection, Your Honor, 

there's 

19 

still no foundation. 

We don't know whether this was 

20 

intravenously 

or how. 

No foundation for this 


21 

testimony. 




22 

THE 

COURT: 

I think you should rephrase the 

23 

question if it 

. relates 

to this study. 


24 

MR. 

BERNICK: 

Yeah. Certainly. 


25 

THE 

COURT: 

Okay. 
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1 BY MR. BERNICK: 

2 Q. Based upon the data that you've displayed here, 

3 Dr. Rowell, can you tell us whether there's a 

4 difference in degree between the pharmacological 

5 effects as concerns dopamine and among these 

6 different types of drugs? 

7 MR. CIRESI: Still objection. Your Honor. 

8 We do not know the method of dosing. And the doctor 

9 is shaking his head, and I think he understands it. 

10 THE WITNESS: I understand it. 

11 MR. BERNICK: Well do you want to go 

12 through it? Your Honor, I would have thought that if 

13 Mr. Ciresi thinks there is an issue about this, he 

14 can pursue it in cross-examination. We can go 

15 through each one of the studies and do the 

16 calculations. 

17 MR. CIRESI: That's not what I asked. Your 

18 Honor. We should have proper foundation with respect 

19 to how the study was conducted. 

20 THE COURT: All right. 

21 MR. CIRESI: That's all I'm — 

22 THE COURT: I believe that's why I asked 

23 that it be limited to the basis, and the basis being 

24 the three studies. 

25 MR. BERNICK: Yes. 
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1 THE COURT: This isn't his opinion 

2 generally, this is based solely on these three 

3 studies; right? 

4 MR. BERNICK: Sure. 

5 THE COURT: Do I understand that correctly? 

6 MR. BERNICK: All he's offering now are 

7 these three studies. 

8 THE COURT: Okay. And then you can 

9 cross-examine on these three studies to see what the 

10 basis is. 

11 Go ahead. 

12 BY MR. BERNICK: 

13 Q. And are these three studies studies that are 

14 authoritative within this particular issue in your 

15 field? 

16 A. Yes, they are. Those are three widely cited 

17 studies, and all three — all the drugs were given 

18 intravenously, just to — they were injections. In 

19 fact that's in the title. 

20 MR. BERNICK: I'm sorry. I would like to 
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21 

22 

23 

24 

25 


1 

2 

3 

4 

5 


have a short side-bar. Your Honor. 
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(Side-bar discussion as follows:) 


7 


9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 
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1 

2 

3 

4 

5 


7 


9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 (Side-bar discussion concluded.) 

20 
21 
22 

23 

24 

25 


http://legacy.library.ucsfiMiLf/tid/cknG5aOG/r>df idustrydocuments.ucsf.edu/docs/xkhd0001 



STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
DIRECT EXAMINATION - PETER ROWELL 

12611 

1 BY MR. BERNICK: 

2 Q. Dr. Rowell, — 

3 A. Yes. 

4 Q. — based on these studies and these particular 

5 measurements, what observations do you have about the 

6 degree to which these different drugs are 

7 pharmacologically active as concerns dopamine? 

8 A. Well I guess that requires some kind of a 

9 subjective answer as far as the degree. I think it's 

10 clear that there are different degrees. In my 

11 personal opinion I would say that we — we would have 

12 two drugs here that are on kind of the low end of the 

13 spectrum, high to middle end of the spectrum, and 

14 maybe high end of degree. But that's a judgment 

15 call. People could look at the data and make their 

16 own decision. 

17 Q. So we're talking, when you — 

18 You would, I think by your — by your 

19 indication, you indicated that nicotine and caffeine 

20 are the — I think you said the low end? 

21 A. Well I would — 

22 In my personal opinion, I would put those in the 

23 low end. But that again is a subjective evaluation 

24 on my part. 

25 Q. Okay. Are there — 
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1 Is there any relationship between what you've 

2 just discussed here and other measurements of the 

3 degree to which there is a response to these 

4 materials? In other words, is there any relationship 

5 between the data that you've just now shown us and 

6 other scores that tend to rate the effect of 

7 different drugs? 

8 A. Well yes. You could actually do a human study 

9 where you simply asked what the euphorigenic or how 

10 good do these make you feel. 

11 Q. And what relationship do those human studies 

12 have to what you've just now showed us? 

13 A. Well the idea is that the different drugs have a 

14 subjective effect in the human being. This is about 

15 as good as you can get in a human being to try to 

16 measure dopamine levels, because you can't measure 

17 the actual neurotransmitter concentration in the 

18 synapse, as I explained before. So you have to say, 

19 well, the result of that dopamine — it's in the 

20 pleasure center, maybe it relates to the 

21 ehporigenic — the euphoriant scores what it's 

22 actually in the paper, but I would just broadly say 

23 how good they make you feel, euphoria being pleasure, 

24 I guess you'd say. So here would be just a rating of 

25 human subjects given these different drugs. 
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1 Q. Let me offer an article first. Turn to tab two. 
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2 which is GK000487. Is this another authority in the 

3 field in which you have done research and you have 

4 relied upon in connection with your work? 

5 A. Yes, I have. 

6 MR. BERNICK: We offer it as a learned 

7 treatise. 

8 MR. CIRESI: No objection. Your Honor. 

9 THE COURT: Court will receive CK000487. 

10 BY MR. BERNICK: 

11 Q. The title of this document is the "Pharmacologic 

12 Basis and Treatment of Cigarette Smoking?" 

13 A. That's right. 

14 Q. Okay. Now there's a — there's a statement — 

15 I guess there's some background here where the 

16 author — 

17 That's Dr. Henningfield; right? 

18 A. That's right. 

19 Q. — talks a little bit about the legends of the 

20 American Indians and how tobacco came to be. 

21 A. That's right at the beginning of the article. 

22 Q. Goes on to say, "In any case, the American 

23 Indians knew centuries ago what is now being 

24 discovered in laboratory studies — that tobacco is a 

25 substance that alters mood and feeling states. This 
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1 property is termed 'psychoactivity.' Further, it is 

2 now known that the critical psychoactive constituent 

3 of tobacco is nicotine, and that nicotine meets 

4 criteria for a drug of abuse." 

5 Does Dr. Henningfield then go on in this paper 

6 and talk about the similarities between nicotine and 

7 other drugs? 

8 A. Yes, he does. That's the exact point of the 

9 article. 

10 Q. Okay. And does he have various data that are 

11 presented comparing the pharmacological effects of 

12 nicotine with the pharmacological effects of other 

13 drugs? 

14 A. Yes. 

15 Q. Can we go to the overhead there. 

16 Turning to page 28, is this one of the — one of 

17 the figures? 

18 A. Yes, it is. 

19 Q. And I see that nicotine is right in the middle. 

20 Is that nicotine as consumed — as consumed in 

21 tobacco, or is that nicotine delivered in some other 

22 route? 

23 A. Well it's probably hard to see here, but it says 

24 nicotine IV underneath it, so it's intravenous, so it 

25 would be similar or analogous to what would be 
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1 consumed by inhalation. 

2 Q. Okay. But this table is IV. 

3 A. But it's IV, it's not inhalation. 

4 Q. Now if we then go back to — 

5 Is there another table where nicotine is 

6 administered as a tobacco rather than — as well as 
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7 IV? 

8 A. Yes. The next page of the article you may be 

9 referring to, which is where the euphoriant scores I 

10 was talking about come from. 

11 Q. And that's this table right here? 

12 A. Yes. And here they just have smoking tobacco 

13 and — and IV nicotine In the middle again. 

14 Q. Those are those two entries right there? 

15 A. That's right. 

16 Q. Okay. Now I see that if you go to different 

17 graphs, there's a P and a D. 

18 A. Right. 

19 Q. What does the P stand for? 

20 A. The P stands for placebo, which would be 

21 administering a saline solution. Just should — 

22 should do nothing. 

23 Q. And then the D stands for the drug? 

24 A. Drug. 

25 Q. So In all cases you've got a comparison between 
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1 the same reaction to a placebo and a reaction to the 

2 drug. 

3 A. Right. That's important in these studies 

4 because it's unethical to give amphetamine or 

5 morphine to people who are non-user subjects, so most 

6 of these people had experience with these drugs and 

7 they were given a placebo to try to — try to 

8 eliminate any difference, or what's called sometimes 

9 a placebo effect, where they might expect this would 

10 be morphine. It — it was a blind study, again, so 

11 the subject didn't know whether they were going to 

12 get the drug or they were not going to get the drug. 

13 Q. Okay. And the scales are also somewhat 

14 different. 

15 A. Well that's — that's an important distinction 

16 in these graphs, important part of these graphs. 

17 It's possible to put on this scale on the left side 

18 of these bars different numbers to make bars look big 

19 or small. If you don't start at zero and you don't 

20 go up to the same number on every bar, you can make 

21 your bars look big or small just by presenting the 

22 numbers on the left side differently. For example, 

23 if you look at tobacco, the bottom, he's 

24 presenting — he's not starting at zero, so he's 

25 going from five to almost six, and so it — it's a 
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1 bigger difference. If that was presented on a 

2 zero-to-10 scale, the five and six bars would be very 

3 close. 

4 I guess an analogy would be you could have a 

5 drug that went from 10 to 20 or 10 to a hundred, and 

6 if you put the two bars together where the top number 

7 was 20 or the top number was a hundred on the left 

8 side, the bars would look the same even though it 

9 only went from 10 to 20 on one case and 10 to a 

10 hundred on the next. So that the size of the bars 

11 aren't as important. You have to look at the 
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12 difference in the numbers. 

13 Q. What would happen if you put them on the same 

14 scale? 

15 A. If you put them on the same scale, you would, of 

16 course, be able to compare them directly. 

17 Q. Have you done that? 

18 A. Yes. That's what's on the video. 

19 Q. Okay. Why don't you show us what the result is. 

20 MR. CIRESI: Your Honor, I'm going to 

21 object to the foundation unless we know what was done 

22 with the placebo, whether it was subtracted out or 

23 how he calculated the bars. 

24 BY MR. BERNICK: 

25 Q. Why don't you explain that as you go through, 
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1 explain exactly how you did these bars based upon 

2 that data. 

3 A. Well I have here exactly what — what I did. It 

4 says euphoriant scores increase above placebo. So we 

5 want to see, if there's no difference in the drug, if 

6 the placebo gives a five and the drug gives a five, 

7 then there would be a zero effect, there's no 

8 difference. If the placebo gives a five and the drug 

9 gives a two — a seven, then there's a difference of 

10 two. So it was how much more euphoriant the score is 

11 compared to what they feel from the placebo or from 

12 the no-drug condition. That's — 

13 Q. This procedure of having a placebo, why is it 

14 important to have a placebo in order to determine the 

15 effect of a drug? 

16 A. Because you have to cancel out in a blind study 

17 their expectation that they might be getting their 

18 morphine or drug or whatever. So they have a 

19 placebo. In fact — in fact most people, if you — 

20 if you do any kind of clinical trials or any kind of 

21 drug trials, they — if it's done well, they will 

22 administer a placebo, because if people are expecting 

23 an effect — and in fact sometimes doctors will 

24 actually prescribe sugar pills and they say this is 

25 going to work great. So this would be a placebo 
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1 effect. We have to try to eliminate an expectation. 

2 Q. Okay. Based upon the scale that you've done, 

3 which is the same scale for all the data — 

4 A. I put all these on the same scale on the left 

5 side, correct. 

6 Q. And based upon always determining the difference 

7 between the drug and the placebo, have you done that 

8 in all cases? 

9 A. That's what this is, yes. 

10 Q. Could you show us what the bars look like. 

11 A. Okay. I've got these in the same order that was 

12 in the previous one where we did the dopamine levels, 

13 so we'll start out first with amphetamine. That 

14 caused an increase above placebo of about five and a 

15 half points on this euphoriant — euphoriant score. 

16 This score, by the way, is a National Institutes of 
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17 Drug Abuse standard scoring scale that's used for — 

18 not only in this study, but in other studies, using 

19 this euphoriant score from the National Institutes of 

20 Drug Abuse. 

21 That's the amphetamine bar. Here is ethanol, 

22 which there wasn't a microdialysis study on that, but 

23 in this euphoriant score that's where that comes out. 

24 Q. Ethanol is alcohol? 

25 A. That's alcohol, yes. That's just standard 
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1 alcohol. 

2 Pentobarbital is one of the barbiturate-type 

3 compounds, also a drug of abuse, and it causes about 

4 a three-and-a-half score increase above placebo. 

5 Morphine is a very active drug in this scale, 

6 caused about a six score increase above placebo. 

7 And nicotine, maybe one and three-quarters or 

8 almost two increase in the euphoriant score. 

9 Q. Going to these liking scores, is there again a 

10 difference in degree based upon this data? 

11 A. Well again, it's a matter of opinion, I guess, a 

12 little bit. But in my opinion, again, we see 

13 different degrees of pleasure or euphoriant score in 

14 these human subjects. Nicotine would be, again, on 

15 the low end, morphine would be on the high end. 

16 Q. Are there other ways to compare nicotine with 

17 these other drugs? 

18 A. Yes. These can be compared on how much 

19 withdrawal, how much effect they have on performance 

20 or mental ability, judgment, things like that. 

21 Q. Is there literature on the withdrawal 

22 characteristics of nicotine versus other drugs? 

23 A. Yes, there is a lot of literature on different 

24 withdrawal symptoms from different kinds of drugs, 

25 morphine, amphetamine. 
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1 Q. Are there different — 

2 Are there — 

3 Is there literature on the euphoriant or 

4 intoxication qualities of nicotine versus other 

5 drugs? 

6 A. Yes. The intoxicating ability of drugs or the 

7 alteration in mental function, you might say, can be 

8 compared. 

9 Q. I want to direct your attention to Exhibit 

10 GK000486, which is at your tab four. Is that 

11 another — 

12 Is that another authority within the field in 

13 which you work? 

14 A. Yes, it is. 

15 Q. And have you relied upon it in connection with 

16 your work in this case? 

17 A. Yes, I have. 

18 MR. BERNICK: We offer it as a learned 

19 treatise. 

20 MR. CIRESI: No objection. Your Honor. 

21 THE COURT: Court will receive GK000486. 
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22 BY MR. BERNICK: 

23 Q. This is a text on smoking by Dr. Gilbert? 

24 A. Right. David Gilbert. 

25 Q. And directing your attention to page 22, is 
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1 there a paragraph here that deals with euphoriant 

2 effects? 

3 A. There's a — 

4 Yeah, the middle section there, called 

5 euphoriant or pleasure — pleasant effects. 

6 Q. Okay. Is that another way of talking about 

7 intoxication? 

8 A. Well euphoriant effects would be more — more 

9 the pleasure of the — of the activity. 

10 Q. Okay. Again we're talking about dopamine, we're 

11 talking about activity in the pleasure or reward 

12 center of the brain. 

13 A. That's right. 

14 Q. Could you just read for us. Dr. Rowell, what 

15 this says about the pleasure effects of smoking. 

16 A. Okay. "The pleasant effects of smoking were 

17 found by Warburton (1998) — (1988)," sorry, "to be 

18 of the same magnitude of those of coffee and 

19 chocolate and far less than the pleasurable 

20 stimulation associated with alcohol, amphetamines, 

21 amyl nitrite, cocaine, glue, heroin, marijuana, and 

22 sex. In terms of pleasurable relaxation, tobacco and 

23 chocolate were equivalent, but significantly less 

24 relaxation-inducing than alcohol, sex, sleeping pills 

25 and tranquilizers. Consistent with Warburton's 
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1 observation as noted above, Jaffe (1990) concluded 

2 that 'the subjective effects produced by inhaled 

3 tobacco, or nicotine by any route, are far less 

4 dramatic than those provided... [by] other 

5 dependence-producing drugs' (page 20)." 

6 Q. We talked a little bit before about enforcement 

7 or weak reinforcer. Do you remember that? 

8 A. Right. 

9 Q. Is there a further observation that Dr. Gilbert 

10 makes regarding the reinforcement properties of 

11 nicotine? 

12 A. Yes. Later, on the next page there, it's the 

13 criticisms of drug-reinforced behavior. 

14 Q. It says, "Virtually all serious smoking 

15 researchers agree that smoking and other forms of 

16 nicotine administration will result from the 

17 reinforcing effects of nicotine. The evidence that 

18 nicotine can reinforce self-administration in many 

19 mammals is now established. However, the nature and 

20 biological mechanisms associated with this 

21 reinforcement are not clear (see Chapter 6). 

22 Furthermore, in spite of nicotine's strong 

23 habit-forming characteristic, a majority of 

24 researchers agree that it is a much weaker reinforcer 

25 than cocaine, morphine, and related classic drugs of 
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1 abuse. The strength of the habit appears to be a 

2 function of minimal response cost and repeated 

3 self-administrations across a variety of 

4 environments." 

5 What does that tell you about the comparison 

6 between nicotine and these other drugs as concerns 

7 intoxication? 

8 MR. CIRESI: Objection, Your Honor, with 

9 regard to this witness's qualifications in a human. 

10 THE COURT: Okay. Well I don't think that 

11 was the question. 

12 MR. BERWICK: No. Go ahead. 

13 A. Well I mean it really says it right in the 

14 paragraph, "A majority of researchers," and I'm 

15 included in that group, "agree that it is a much 

16 weaker reinforcer than cocaine, morphine, and related 

17 classic drugs of abuse." 

18 Q. What about withdrawal, have you looked at 

19 withdrawal? 

20 A. Yes, I have. 

21 Q. I want to direct your attention to tab 32, which 

22 is GK000272. Is that an article that is a reliable 

23 authority within your field? 

24 A. Yes, it is. 

25 Q. And have you relied upon it in connection with 
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1 your work on this case? 


2 

A. 

Yes, I have. 


3 


MR. BERWICK: 

We offer it as a learned 

4 

treatise. 


5 


MR. CIRESI: 

Your Honor, we're going to 

6 

need some more foundation for this document as to who 

7 

it 

was by and where it 

was published. 

8 

Q. 

Well, could you tell us who wrote it and where 

9 

it 

was published? 


10 

A. 

This was published in the American Journal of 

11 

Drug and Alcohol Abuse 

, the title is "Opiate 

12 

Dependence and Withdrawal." 

13 

Q. 

And is that a peer-reviewed journal? 

14 

A. 

Yes, it is. 


15 

Q. 

And is it a journal that is well regarded as a 

16 

reliable authority within the field of drug and 

17 

alcohol abuse? 


18 

A. 

I would consider 

it so. 

19 


MR. BERWICK: 

Okay. Again we offer it as a 

20 

learned treatise. 


21 


MR. CIRESI: 

No objection. Your Honor. 

22 


THE COURT: 

Court will receive GK000272. 

23 

BY 

MR. BERWICK: 


24 

Q. 

I want to direct 

your tab — attention to tab 

25 

30, 

which is GK000141. 
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1 A. Okay. 

2 Q. Is that an article by Dr. Hughes? 
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3 A. Yes, it is. 

4 Q. And does it appear within a peer-reviewed 

5 journal, the architects — is that The Archives of 

6 General Psychiatry? 

7 A. Archives, right, of General Psychiatry. 

8 Q. And is that again a well-respected journal in 

9 the field? 

10 A. Yes, it is. 

11 Q. And is this a reliable authority regarding the 

12 symptoms of tobacco withdrawal? 

13 A. Yes, it is. 

14 MR. BERNICK: We offer it as a learned 

15 treatise. 

16 MR. CIRESI: No objection. Your Honor. 

17 THE COURT: Court will receive GK000141. 

18 BY MR. BERNICK: 

19 Q. And finally I want to direct your attention to 

20 GK100166, which is tab 38. That's entitled "Goth's 

21 Medical Pharmacology." 

22 A. Right. 

23 Q. Is that a recognized authority within the field 

24 of pharmacology? 

25 A. Yes. That's a widely used medical textbook for 
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1 pharmacology. 

2 Q. And have you relied upon that in connection with 


3 

your 

work on 

this case 

9 


4 

A. 

Yes 

, I have. 



5 



MR. 

BERNICK: 

Again we offer 

it as a 

6 

learned 

treatise. 



7 



MR. 

CIRESI: 

No objection. Your Honor. 

8 



THE 

COURT: 

Is this the whole 

book? 

9 



THE 

WITNESS: 

No. 


10 



MR. 

BERNICK: 

We — 


11 



THE 

COURT: 

It's the only textbook I have 

12 

ever 

seen of 

this size 

. 


13 



MR. 

BERNICK: 

Probably — 


14 



THE 

COURT: 

Is that available 

though? 

15 



MR. 

BERNICK: 

Yeah, we've got 

the whole 

16 

thing 

^ here if 

you — 



17 



THE 

COURT: 

Well I don't want 

it, I just 

18 

want 

to 

know 

if it's available. 


19 



MR. 

BERNICK: 

It is certainly 

available. 

20 



THE 

COURT: 

Okay. Court will 

receive 

21 

GK100166 





22 

BY MB 

:. BERNICK: 



23 

Q. 

And 

have 

you prepared. Dr. Rowell, 

a — as part 

24 

of your 

— 




25 


Is 

this 

the chart 

part of the video, the 
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1 withdrawal chart? Okay. 

2 I want to direct your attention to tab five, 

3 which is demonstrative 07234 — or I'm sorry, 0723A. 

4 Do you have that in front of you? 

5 A. Yes, I have. 

6 Q. Is that a chart which you prepared? 

7 A. I prepared that, yes. 
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8 Q. Okay. And is it based upon the articles that 

9 have now been admitted into evidence? 

10 A. Yes, the information comes right from those 

11 articles. 

12 Q. And the information relates to withdrawal 

13 symptoms? 

14 A. Withdrawal symptoms, correct. 

15 Q. Okay. Would this assist you in illustrating 

16 your testimony concerning the comparison of nicotine 

17 with other drugs? 

18 A. Well I — I hope it will assist in doing a 

19 comparison of withdrawal symptoms. 

20 MR. BERNICK: We offer it as a 

21 demonstrative exhibit. 

22 MR. CIRESI: Your Honor, we object. Now 

23 he's moving into the people's side of it. Doctor is 

24 not qualified in that area. 

25 THE COURT: Okay. Well doesn't say 
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1 anything about people here. 

2 MR. CIRESI: Well these articles. Your 

3 Honor, are based on that, on studies in people, and 

4 what he's doing is drawing conclusions here. 

5 MR. BERNICK: I think I'll lay a 

6 foundation. Your Honor. 

7 THE COURT: Okay. 

8 MR. BERNICK: These are responses in 

9 people, but I think they tie directly into the 

10 witness's testimony about the pharmacological effects 

11 of nicotine, and they're offered for that purpose 

12 solely. The articles are now in evidence for that 

13 purpose solely. 

14 THE COURT: All right. As long as you 

15 don't try and relate them directly to people. 

16 MR. BERNICK: Yeah. 

17 BY MR. BERNICK: 

18 Q. Do these — do these symptoms — well first of 

19 all let's — 

20 MR. BERNICK: I'm sorry, is the — is the 

21 document admitted for demonstrative purposes? Can I 

22 show it or — 

23 THE COURT: 0723A is received for 

24 illustrative purposes only. 

25 BY MR. BERNICK: 
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1 Q. What does this chart show? 

2 A. These are withdrawal symptoms that come out of 

3 these articles, just listed there for some of the 

4 drugs we talked about, heroin, which is a morphine 

5 derivative, it's an opiate, barbiturates, alcohol, 

6 caffeine and nicotine. It's just a listing of 

7 withdrawal symptoms. 

8 Q. Okay. And are these lists based upon the 

9 publications that you just now recited? 

10 A. Yes. And they're described down there at the 

11 bottom of the chart. 

12 Q. And we see on the right-hand side of the chart 
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13 is nicotine. 

14 A. Yes. 

15 Q. And what relationship did these symptoms, as 

16 reported in people, have to the work that you've done 

17 in the laboratory regarding the pharmacological 

18 effects of nicotine that have been observed in your 

19 laboratory? 

20 A. Okay. They relate to the dependence properties 

21 of nicotine, whether nicotine is a 

22 dependence-producing drug, and if so, to what degree. 

23 A little bit of an explanation, I guess. 

24 Dependence can be kind of produced by two different 

25 things, or both. One would be a psycological 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
DIRECT EXAMINATION - PETER ROWELL 

12631 

1 dependence, which would mean it would — had a very 

2 high euphoriant score, it felt very good, it — it 

3 was very rewarding or had a lot of pleasurable 

4 activity, that would be a psycological dependence, or 

5 it could be a physical dependence where you would 

6 have very marked withdrawal symptoms, you were 

7 physically dependent on the drug so that an 

8 individual would have to administer the drug to avoid 

9 withdrawal symptoms. So you can have psycological 

10 dependence or physical dependence or both. 

11 MR. CIRESI: Your Honor, we're going to 

12 move to strike the psycological testimony. He's not 

13 qualified in that area. He's not researched in that 

14 area. 

15 MR. BERNICK: Your Honor, really a — 

16 We can lay the foundation even further. I think 

17 the witness should be permitted to testify about the 

18 tie — 

19 THE COURT: Psycological dependence? 

20 MR. BERNICK: I don't think the witness is 

21 testifying as to psycological dependence. 

22 THE COURT: I thought that's just what he 

23 said. 

24 MR. BERNICK: He said it, but he said it by 

25 way of then creating a ground work or tying the work 
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1 in his lab to the issue of physical dependence, and 

2 that's a contrast. And I can have him explain that, 

3 Your Honor. 

4 MR. CIRESI: Well Your Honor — 

5 MR. BERNICK: That — that is — 

6 THE COURT: Okay. I'm concerned when he 

7 starts talking about psycological dependence. I 

8 don't think he's qualified. 


9 

MR. 

BERNICK; 

: I understand that. 

10 

THE 

COURT: 

So — 

11 

MR. 

BERNICK; 

: That's not the purpose 

12 

proffer. 



13 

THE 

COURT: 

Let's stay away from that 

14 

Otherwise, go 

ahead. 


15 

BY MR. BERNICK: 


16 

Q. When you 

talk about physical dependence. 

17 

physiological 

dependence, — 
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18 A. Right. 

19 Q. — is that something that's different from 

20 psycological dependence? 

21 A. Yes. A standard pharmacology textbook would 

22 differentiate physical dependence and psycological 

23 dependence. You could still have drug dependence 

24 with either one. 

25 Q. Okay. 
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1 A. So a physical dependence or a physiological 

2 dependence would relate to the withdrawal symptoms 

3 that we're looking at here. 

4 Q. Okay. And then I want you to tell us, when it 

5 comes to the physical dependence, how that ties in, 

6 that question ties in with your work in the 

7 laboratory. 

8 A. Okay. Again the physical dependence would 

9 relate to how much potential a drug had to be a drug 

10 of dependence or an addicting drug. Sometimes 

11 "dependence" and addiction" are used synonymously. 

12 So the degree of withdrawal symptoms would be a 

13 measure of physical dependence, which would be a 

14 measure of the addictive properties of a specific 

15 drug like nicotine. 

16 Q. Okay. And do you find from the text that you've 

17 looked at whether nicotine and tobacco use 

18 specifically reflects physical dependence? 

19 A. Nicotine and caffeine both display physical 

20 dependence and display withdrawal symptoms, yes. 

21 Q. Okay. 

22 MR. CIRESI: Move to strike the 

23 non-responsive portion. 

24 THE COURT: It is non-responsive. That 

25 answer will be stricken. 
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1 BY MR. BERWICK: 

2 Q. Could you tell us whether the — based upon the 

3 texts that you've seen here and the research that 

4 you've done as reflected right here, whether or not 

5 physical dependence is reflected for nicotine? 

6 A. Yes. Physical dependence is reflected for 

7 nicotine. 

8 Q. Okay. And could you tell us about the degree of 

9 physical dependence that is reflected for nicotine 

10 versus other drugs. 

11 MR. CIRESI: Well, excuse me. Your Honor. 

12 Excuse me, doctor, I'm sorry. If it's based on his 

13 work on rats in the lab, we have no objection. If 

14 it's based on people, then we do have an objection. 

15 THE COURT: Okay. Can you clarify that, 

16 please. 

17 BY MR. BERWICK: 

18 Q. Based upon your work and your research as 

19 reflected right here. 

20 A. My work in rats where I treated rats for long 

21 periods of time, and — and mice, in — in the 

22 laboratory, we would see signs of physical dependence 
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23 when we withdrew the drug. And we've administered 

24 drugs intravenously by infusion or we've administered 

25 long term in what are called little mini pumps and 
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1 we've treated for many, many weeks, we can display 

2 degrees of physical dependence in animals, or 

3 physical dependence can be taken at — these would be 

4 withdrawal symptoms when the drug is removed, that 

5 would be physical dependence. Or we could look at 

6 things in a human population right out of the 

7 literature. This is just information from those 

8 articles and just listing down what different 

9 physical dependence signs are, withdrawal symptoms in 

10 other words. 

11 Q. Okay. 

12 A. So they're related very strongly. They're both 

13 signs of physical dependence as a result of a drug 

14 effect in the body. 

15 Q. Okay. And — 

16 MR. CIRESI: Excuse me, counsel. I'm 

17 sorry. Your Honor, I'm going to move to strike on the 

18 physical effects in the body. He has not done that 

19 type of work. 

20 THE COURT: No, I'll let that answer stand. 

21 BY MR. BERNICK: 

22 Q. And then based upon all that information that 

23 you have just now listed for us, is there or is there 

24 not, when you compare these drugs, a difference in 

25 degree? 
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1 A. Well again it's a subjective determination. In 

2 my opinion there is a difference in degree of 

3 physical dependence with different drugs, measuring 

4 that in the animal studies or in human studies. 

5 Q. And as you now go through what we've been 

6 through already, — 

7 THE COURT: Counsel. 

8 Q. — dopamine — 

9 MR. CIRESI: Excuse me. I'm going to move 

10 to strike the non-responsive portion, "human 

11 studies." 

12 THE COURT: Counsel, I think we'll take a 

13 short recess. 

14 MR. BERNICK: Sure. 

15 THE CLERK: Court stands in recess. 

16 (Recess taken.) 

17 THE CLERK: All rise. Court is again in 

18 session. 

19 (Jury enters the courtroom.) 

20 THE CLERK: Please be seated. 

21 THE COURT: Counsel. 

22 MR. BERNICK: Thank you. Your Honor. 

23 BY MR. BERNICK: 

24 Q. I believe you told us before the break that 

25 there was physical dependence; is that right? 
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1 A. Yes. 

2 Q. And I now want to talk about the degree. Could 

3 you direct your attention to Exhibit GK000077, which 

4 is at tab six. Dr. Rowell, is that the Jaffe text, 

5 the Encyclopedia of Drugs and Alcohol, is that a 

6 peer-reviewed publication or textbook? 

7 A. Yes, it's a textbook. 

8 Q. Okay. Is that considered to be a reliable 

9 authority within the field? 

10 A. Yes, it is. 

11 Q. And have you relied upon it in connection with 

12 your work on this case? 

13 A. Yes, I have. 

14 MR. BERNICK: We offer it as a learned 

15 treatise. 

16 MR. CIRESI: Your Honor, we only have a few 

17 pages. I assume there will be the full book. We 

18 have no objection. 

19 THE COURT: Okay. Is this available? 

20 MR. BERNICK: Yes, absolutely. 

21 THE COURT: Okay. Court will receive 

22 GK000077. 

23 BY MR. BERNICK: 

24 Q. Can we go off the — oh, we are off. 

25 That's the Encyclopedia of Drugs and Alcohol by 
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1 Dr. Jaffe. Is he recognized as one of the — one of 

2 the leading authorities within this field? 

3 A. Yes, he's certainly one of the leading 

4 authorities. 

5 Q. And turning to page 1050, does Dr. Jaffe provide 

6 us with a comparison of tobacco withdrawal from 

7 withdrawal of other drugs? 

8 A. Yes. He — he compares, again, the difference 

9 in withdrawal symptoms for a number of different 

10 drugs here, from what I would say would be severe, 

11 like on the previous slide that I had prepared, to 

12 some that are probably more mild. 

13 Q. Okay. He says, "Tobacco withdrawal differs from 

14 other drug withdrawal states in several ways. First, 

15 cessation of tobacco does not produce certain 

16 physical signs and symptoms seen with other drugs — 

17 such as tremor, headache, dizziness, sweating, and so 

18 on. Second, other than hunger and tobacco craving, 

19 there is no protracted or prolonged withdrawal 

20 syndrome (those symptoms that last six months or 

21 more). Third, in other drug-withdrawal syndromes 

22 (for example" — can you read that — "OPIOIDS or 

23 BENZODIAZEPINES)" — 

24 A. Benzodiazepines, right. 

25 Q. — "a medication that blocks the effects of the 
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1 drug (such as the antagonist" — what's that word? 

2 A. Naloxone. 

3 Q. — "precipitates the withdrawal syndrome. This 
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does not occur with tobacco withdrawal. Fourth, in 
other drug-withdrawal syndromes, cues or settings 
that have been reliably associated with drug 
withdrawal can come to produce withdrawal 
syndromes — symptoms on their own, through a 
conditioning process. Although this seems likely 
with cigarettes, it has not been shown thus far." 

Does this bear upon the question of physical 
dependence as an aspect of withdrawal? 

A. Yes. This — this relates to the fact that 
tobacco and cigarette smoking, at the bottom, have a 
very different degree and constellation of withdrawal 
symptoms as compared to the classical drugs of abuse, 
like the opiates and barbiturates. 

Q. Okay. Focusing again on physical symptoms and 
turning back to tab seven and Exhibit GK000486, does 
Dr. Gilbert also focus on physical symptoms? 

A. This is tab seven? 

Q. I think it's tab seven. Gilbert. 

THE COURT: I don't think so, counsel. 

MR. BERNICK: No? 486. It was just 
displayed a moment ago. It's tab four. 
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Q. Is that the Gilbert text? 

A. That's the Gilbert text. 

Q. And at page 97, is there again a focus on 
physical symptoms? 

A. Let me just get to that page. 

Yes, physical symptoms. 

Q. "Unlike withdrawal from prototypic drugs such as 
heroin and alcohol, abstinence from tobacco does not 
induce specific physical withdrawal symptoms for most 
abstainers (for a review, see Hughes et al, 1990) . 

The effects of nicotine abstinence are more 
psychological in nature. When physical symptoms do 
occur, the Situation times Trait Response hypothesis 
predicts they will be more likely to occur in those 
who typically respond to stress with physical 
symptoms." Do you see that statement? 

A. Yes. 

Q. Going back to our chart here, based upon your 
own work and based upon these authoritative sources, 
is there a difference in degree in terms of 
withdrawal, focusing on the physical, physiological 
aspect of withdrawal? 

A. Okay. The degree would, in my opinion, be very 
different for nicotine and these other drugs. With 
tobacco smoking behavior there are things, which were 
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like irritability and headaches and things like that, 
would also be considered withdrawal symptoms. 

MR. CIRESI: Your Honor, I'm going to move 
to strike the non-supported-by-expert-qualifications 
portion of the answer. 

MR. BERNICK: Your Honor, he 
specifically — 

THE COURT: I'll — 
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9 MR. BERNICK: I'm sorry. 

10 THE COURT: I'll allow the answer to stand. 

11 MR. BERNICK: Okay. 

12 BY MR. BERNICK: 

13 Q. I believe you said the degree was different? 

14 A. Yes. 

15 Q. Have summaries been prepared. Dr. Rowell — 

16 We've been talking about the comparison between 

17 nicotine and other drugs dealing with intoxication 

18 and dealing with withdrawal and focusing specifically 

19 on the physiological aspects. Have comparisons been 

20 done, summary comparisons been done with nicotine 

21 versus other drugs? 

22 A. Yes, there have been a number of comparisons in 

23 a standard pharmacology textbook that we use in 

24 medical school. It's a brand-new textbook, I think 

25 it's 1996. They actually have a chart there which 
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1 differentiates different classes of drugs on their 

2 dependence potential, physical dependence and reward 

3 part we talked about earlier, the dopamine-induced 

4 reward. 

5 Q. And let's get this tied back. 

6 Intoxication is on the reward side? 

7 A. Intoxication would probably be on the reward 

8 side, right. 

9 Q. And does that tie back to your work on dopamine? 

10 A. Yes, directly. Yes. 

11 Q. I want to direct your attention to Exhibit 

12 GK100167, which is at tab 12. Is this a — a — 

13 the — 

14 The text called "Integrated Pharmacology" by 

15 Paige, Curtis, Sutter and others, is this an 

16 authoritative text on pharmacology within your field? 

17 A. Yes, this is a — an authoritative medical 

18 pharmacology textbook. 

19 Q. And pharmacology is in fact the field that you 

20 specialize in; right? 

21 A. Yes. 

22 Q. And have you relied upon it in connection with 

23 your work in the present case? 

24 A. Yes, I did. 

25 MR. BERNICK: We offer it as a learned 
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1 treatise. 

2 MR. CIRESI: No objection. Your Honor. 

3 THE COURT: Court will receive GK100167. 

4 BY MR. BERNICK: 

5 Q. Does this text contain a table which provides a 

6 summary comparison between different drugs, focusing 

7 specifically on what we have here, which is reward, 

8 physical dependence and withdrawal? 

9 A. Yes, it does. In the — in the chapter that 

10 deals with that subject, there's a table that has a 

11 lot of different drugs on it, in fact you have it 

12 here on the — on the screen, which compares drugs in 

13 the several categories we talked about. The — the 
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14 drug is on the left — 

15 The class is on the far left, whether it's a 

16 stimulant or a depressant, but the actual drugs we've 

17 been talking about are in the second column, and then 

18 there's the reward part or the psycological 

19 dependence that I talked about with dopamine, more or 

20 less the euphorigenic thing, then there's the 

21 physiological or sometimes called physical 

22 dependence, both of those things, as I — as I 

23 mentioned earlier, contributing to an addiction-type 

24 potential. 

25 Q. So we have the drug over in the first column, we 
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1 then have reward and psycological dependence, then we 

2 have physiological dependence, and then the last 

3 column is description. You can't see it on what I've 

4 got here, but it says a description of withdrawal? 

5 A. Yes. Let me get the page number on that. 

6 Q. It's page 545. 

7 A. Yes. Those are the withdrawal symptoms over on 

8 the right. 

9 Q. And to show how that works for the first 

10 category, we have cocaine, amphetamine, nicotine and 

11 caffeine? 

12 A. Right. 

13 Q. And then the reward column. 

14 A. Okay. 

15 Q. And then the physiological dependence column. 

16 A. Right. 

17 Q. We see that, when we're talking about cocaine, 

18 we have strong, amphetamine is strong, again both on 

19 the reward column. 

20 A. Right. 

21 Q. And then when we're dealing with physiological 

22 dependence, cocaine is weak, amphetamine is weak. 

23 A. Right. 

24 Q. For nicotine and caffeine you got two weaks; is 

25 that right? 
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1 

A. 

Right, they're both weak. 

2 


MR. 

CIRESI: 

Can we have that so we can 

3 

read it. Your 

Honor? 

Nicotine. 

4 


MR. 

BERWICK: 

Nicotine? 

5 


MR. 

CIRESI: 

Yes . 

6 


MR. 

BERWICK: 

Oh, you can't read that? I'l 

7 

sorry. I'll 

put it — 


8 


MR. 

CIRESI: 

And caffeine, please. 

9 


MR. 

BERWICK: 

There you go. 

10 

Q. 

Weak, rapid when 

smoked. Those are two weaks. 

11 

A. 

Uh-huh. 



12 

Q. 

And above we have 

a stronger weak; right? 

13 

A. 

Right. 



14 

Q. 

And does 

the chart continue in like fashion all 

15 

the 

way down? 



16 

A. 

Right. 

With these — with these class of drugs 

17 

the 

stimulants, they owe their dependence potential 

18 

to 

the psycological dependence potential, the reward 
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and so that would be strong or weak. And then we 
have the depressants. 

Q. And there we have alcohol is moderate and 
moderate. 

A. Right. 

Q. Benzodiazapine is weak and then moderate. 

A. Right. 
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Q. Barbiturates, weak and marked. 

A. Right. 

These classes of drugs tend to owe their 
dependence potential more to the physical or 
physiologic dependence side, so you could have marked 
physiological dependence, for example, with the 
barbiturates, severe withdrawal symptoms. 

Q. And then going down still further, we have a 
series of other types of drugs? 

A. Right. 

Q. And again we got varying degrees of dependence 
and varying degrees of reward? 

A. Right. Morphine and heroin we talked about are 
the opiate compounds. They tend to be — have both 
very marked euphoric or psycological dependence, 
related to the dopamine release again, we saw in the 
bar graphs, as well as very strong physical 
dependence — 

Q. Okay. 

A. — characterized by strong withdrawal symptoms. 
And then methadone, which is a — also an opiate-type 
compound, cannabis, the THC, tetrahydrocannabinol, 
which is marijuana, and then LSD at the bottom. 

Q. If we go back to nicotine and caffeine, go all 
the way across and pick up the withdrawal symptoms as 
STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
DIRECT EXAMINATION - PETER ROWELL 

12647 


1 well. 

2 A. Uh-huh. 

3 Q. That's that last column; right? 

4 A. Right. 

5 Q. It says in both cases that the withdrawal is 

6 mainly psycological. 

7 A. Right. That's what the text that we saw earlier 

8 from the Gilbert book, et cetera, say, that they're 

9 different than the other drugs. Rather — 


10 


Again, when we talk about the 

degree. 


11 

irritability. 

anxiety, things like 

that, I would say 

12 

would be a different degree of withdrawal. 


13 

Q. 

Nicotine 

and caffeine again. 



14 

A. 

Correct. 




15 

Q. 

Are there 

1 other researchers in this area 

who 

16 

have 

drawn parallels between nicotine and caffeine? 

17 


MR. 

CIRESI: Objection, 

Your Honor, 

it' s 

18 

irrelevant. 




19 

Q. 

In terms 

of — 



20 


THE 

COURT: Sustained. 



21 

Q. 

In terms 

of their — in terms 

of their 


22 

pharmacological effects. 



23 


MR. 

CIRESI: Objection, 

Your Honor, 
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24 irrelevant. 

25 THE COURT: Sustained. 
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1 Q. In order to gauge the strength of the 

2 reinforcement or the strength of the dependence of 

3 nicotine, have other researchers drawn comparisons 

4 between nicotine and caffeine? 

5 MR. CIRESI: Objection, irrelevant. 

6 THE COURT: Sustained. 

7 MR. BERNICK: Can I be heard at the 

8 side-bar. Your Honor. 

9 THE COURT: Proceed. 

10 BY MR. BERNICK: 

11 Q. There's been discussion about the addictive 

12 properties of nicotine. Has there also been 

13 discussion in the scientific literature about the 

14 addictive properties, the addictive pharmacological 

15 properties of caffeine? 

16 MR. CIRESI: Objection, Your Honor, 

17 irrelevant. 

18 THE COURT: Sustained. 

19 Q. There's also been discussion about regulating 

20 nicotine. Has there been discussion about 

21 relating — about regulating for its addictive 

22 properties other substances? 

23 MR. CIRESI: Objection, irrelevant. 

24 THE COURT: Well you can answer the general 

25 question. 
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1 A. Yes, there have been discussions about 

2 regulating other substances that display some degree 

3 of dependence properties. 

4 Q. I want to direct your attention now to the last 

5 area of discussion, which is smoking as a behavior, 

6 nicotine and smoking behavior. 

7 A. Well the contribution of nicotine to smoking, 

8 right. 

9 Q. Okay. Let me ask you: Do you have any 

10 educational — formal educational training relating 

11 to the behavioral side of psychology? 

12 A. Well my degree, I have a bachelor's degree In 

13 psychology, in behavioral psychology, so I have 

14 formal education in psychology, yes. 

15 Q. In the course of your work regarding the 

16 pharmacological effects of nicotine, and given what 

17 you've told us about the reason why people do 

18 nicotine pharmacology research, have you or have you 

19 not also worked with, in your research, the 

20 behavioral side of smoking? 

21 A. Yes, I've worked with the behavioral side in 

22 smoking, with animal studies, with learning, memory, 

23 studies like that, if that's what you mean. 

24 Q. Okay. And when it comes to understanding the 

25 relevance and importance of your work in the 
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1 laboratory, have you or have you not used your 

2 background in psychology to review and understand and 

3 apply what the literature shows about smoking 

4 behavior in particular? 

5 MR. CIRESI: Your Honor, I'm going to 

6 object if it's calling for some type of opinion with 

7 regard to smoking in human beings. 

8 THE COURT: You'll have to specify, 

9 counsel. 

10 MR. BERNICK: Okay. 

11 BY MR. BERNICK: 

12 Q. Could you explain how it is that you use your 

13 background in psychology and how it is that you use 

14 the research on smoking behavior in connection with 

15 your research activities. 

16 A. Okay. My background in psychology has given me 

17 a foundation for understanding conditioning, 

18 operative conditioning, classical conditioning, 

19 and — and the effects of different drugs on 

20 behaviors and how they affect behaviors. That would 

21 be a psycological background. Couple that with the 

22 pharmacological background, which is actually how the 

23 drug works, which is the contribution of nicotine to 

24 a behavior, to cigarette smoking. And so in concert 

25 we can talk about nicotine as a drug and some of the 
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1 things we talked about, how it affects dopamine 

2 levels and things like that. But certainly I don't 

3 think there's any argument that nicotine is a 

4 component of cigarette smoking behavior, and none of 

5 the work that I do in the laboratory on rats, 

6 obviously, is directed at the well-being of the rats, 

7 that research is done only as it applies to human 

8 beings and how they will respond, not so that we can 

9 take care of rats. It's just that we need to use the 

10 animal model to be able to understand how the drugs 

11 work in the brain. 

12 Q. Tell me what use, if any, you make of literature 

13 on smoking behavior in your research on nicotine for 

14 its reinforcing properties. What's the relationship 

15 between those two in your own work. 

16 A. The relationship is that nicotine contributes to 

17 smoking behavior. I could expand on how I think that 

18 happens. Is that — 

19 Q. Sure. 

20 A. Okay. As I presented earlier, nicotine has some 

21 reinforcing properties and some mild physical 

22 dependence properties. In my opinion it would be 

23 classified as a drug on the very low end of the 

24 spectrum for dependence, and as the last chart we saw 

25 from the pharmacology textbook, it's really the only 
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1 drug in the columns which have weak/weak on both 

2 psycological dependence and physiological dependence 

3 or physical dependence, whichever you call it. So 

4 the other drugs, the classical drugs of abuse, could 
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5 be drugs of dependence either because they are very 

6 ehporigenic, they cause a really good high like the 

7 cocaine category, or because they carry — cause very 

8 marked physical dependence, like the morphine and 

9 some drug — and the barbiturates where you have very 

10 severe withdrawal symptoms. That was the withdrawal 

11 symptom chart that we had up there before comparing 

12 irritability, things like that. So that's the drug 

13 dependence part of it. 

14 Now nicotine, as the last chart in the 

15 pharmacology textbook showed and as its effects in 

16 the brain shows and as the ehporigenic scores in 

17 humans shows, has some degree of ability to produce 

18 biodependence. That, obviously, in my opinion, 

19 contributes to cigarette smoking behavior. It sets 
2 0 up — 

21 MR. CIRESI: Excuse me. Your Honor. I'm 

22 going to at this point — 

23 MR. BERNICK: Excuse me. 

24 MR. CIRESI: — move to strike that part of 

25 his testimony. 
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1 MR. BERNICK: Your Honor — 

2 THE COURT: Just the last sentence will be 

3 stricken. 

4 BY MR. BERNICK: 

5 Q. Based upon the work that you do, do you have 

6 occasion and in fact have you relied upon and used 

7 literature on smoking behavior in connection with 

8 your work on nicotine? 

9 A. The only reason I'm looking at nicotine is 

10 because of its — its use in the human population, 

11 mainly in smoking, but also in some other tobacco 

12 products; otherwise, it would have very little 

13 interest to a lot of pharmacologists. It's one of 

14 the most widely used drugs, as we know, and the 

15 smoking behavior part of it is a component of 

16 cigarette smoke, component of tobacco, so that's why 

17 we look at nicotine, that's why we're studying 

18 nicotine. That's, I mean, directly related to the 

19 fact that people smoke. 

20 Q. Have you looked into the research on whether 

21 nicotine is a complete explanation for smoking 

22 behavior? 

23 A. Yes. I've spent a lot of time looking at the 

24 degree of contribution of nicotine to smoking 

25 behavior, directly related to whether cigarette 
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1 smoking is drug-administration vehicle only, or 

2 smoking behavior is contributed to by nicotine 

3 pharmacology. But it's not only nicotine 

4 pharmacology. 

5 MR. CIRESI: Your Honor, I'm going to move 

6 to strike that portion of the answer which relates to 

7 smoking behavior. He reads literature to do tests in 

8 a laboratory, I understand that, but he's now getting 

9 into an area beyond his expertise. 
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10 MR. BERNICK: Your Honor, he does not have 

11 to do testing in the laboratory to have this be part 

12 of his field of expertise and directly relevant to 

13 his investigation, and I'm prepared also to establish 

14 and will in a moment the role of behaviors in 

15 central-nervous-system stimulation. 

16 THE COURT: Well he can testify as to the 

17 physical reactions of nicotine or the reactions in 

18 his animal studies. 

19 MR. BERNICK: That's exactly where — I 

20 think that's exactly where we're going. Your Honor. 

21 THE COURT: Well it's getting a little 

22 circuitous, counsel, so why don't we get there. 

23 BY MR. BERNICK: 

24 Q. Let's talk about behavior generally. Does 

25 behavior — 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
DIRECT EXAMINATION - PETER ROWELL 

12655 

1 Do behavior activities have central-nervous- 

2 system effects? 

3 A. Yes. Behaviors can change dopamine levels in 

4 the brain that we can measure through its effect on 

5 neurotransmitters. I mean neurotransmitters and the 

6 different ones we talked about, the release of GABA 

7 and glutamate and acetylcholine and dopamine, these 

8 different neurotransmitters are what produces the 

9 behaviors, and changes in behaviors can have effects 


10 

on the neurotransmitters. 


11 

Q. I want to 

direct 

your attention to Exhibit 

12 

GK000132, 

which is at 

tab 23. Is this an 

article 

13 

published 

in a 

peer-reviewed journal that 

you've 

14 

relied upon in 

connection with your work 

in this 

15 

case? 





16 

A. Yes. 





17 


MR. 

BERNICK: 

We offer it as a 

learned 

18 

treatise. 





19 


MR. 

CIRESI: 

Just for foundation. Your 

20 

Honor, can we 

have the 

authors and where 

it was done? 

21 


MR. 

BERNICK: 

Yes. The authors 

— 

22 

principal 

author is Wilson, published in 

the Journal 

23 

of Neuroscience. 



24 


MR. 

CIRESI: 

No objection. Your 

Honor. 

25 


THE 

COURT: 

Court will receive 

TG000456. 
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1 (Discussion off the record.) 

2 THE COURT: Do I have the wrong number 

3 here? Tab 23. 

4 MR. BERNICK: I'm sorry, it's supposed to 

5 be GK000132. 

6 THE COURT: What tab? 

7 MR. BERNICK: It's supposed to be 23. 

8 THE COURT: It's not tab 23. 

9 MR. BERNICK: I'm sorry, it's tab 28. Does 

10 that work out better? I apologize. Your Honor. 

11 THE COURT: That looks better. 

12 Do you want to change your position, counsel, or 

13 you still have no objection? 

14 MR. CIRESI: No, but I would like to have 
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where the article was — or where the investigations 
were done. 

THE COURT: Do we know that? 

MR. BERNICK: Where the investigations were 
done? I'm sorry? 

THE COURT: Yes. Do we know that? 

MR. BERNICK: The geographic location? 

THE COURT: I assume his interest is one of 
geography in nature. 

MR. CIRESI: Yes, sir. 

MR. BERNICK: Well it says — 
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BY MR. BERNICK: 

Q. Can you tell us where it was done from the 
article's heading. Dr. Rowell? 

A. Yes, I can. Division of Neurological Sciences, 
Department of Psychiatry, University of British 
Columbia in Vancouver, British Columbia, Canada. 

MR. CIRESI: I have no objection, then. 

Your Honor. Thank you, doctor. 

THE COURT: Court will — court will 
receive GK000132. 

BY MR. BERNICK: 

Q. "Dopaminergic Correlates of Motivated Behavior: 
Importance of Drive." Is this again talking about 
dopamine levels? 

A. Yes, it is. 

Q. And what is the activity — 

What kinds of activities are measured for their 
dopamine effects? 

A. Well get to the point here. 

They were measuring, in this case, hunger from 
food-deprived animals. Again, because we're looking 
at microdialysis, dopamine levels from dialysis 
probes, we have to do this in laboratory animals, so 
this would be a relationship of dopamine release 
when — in — when animals are given food in a — in 
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a food-deprived state. 

Q. So what we're looking for is what happens to 
dopamine levels when animals actually eat? 

A. Right, at — when they're hungry and they eat, 
does this change dopamine levels. 

Q. And are there graphs that record what happens to 
the animals after it — what happens to dopamine as 
the animals are exposed to different conditions of 
food and water? 

A. Right. This — 

Q. I'm sorry? 

A. Yes. 

Q. Okay. 

A. The graph on page — it's at the top of page, of 
the page with Fig. 2. I guess you have it there on 
the screen — shows how dopamine levels can increase 
the output as a percent of the baseline. So if it's 
a hundred, that's a hundred percent of baseline or no 
change, and then as they are given food, they 
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increase in the dopamine levels, the dopamine is up 
on the left-hand corner. 

Q. Okay. Tab 29, Exhibit GK000133. 

A. Right. 

Q. Is this another article, again dealing with 
dopamine levels and the effect of different 
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behaviors? 

A. Yes. This again is in rats, studying with 
microdialysis — I don't know whether you can read — 
oh, it's in the title, "INCREASED DOPAMINE RELEASE IN 
VIVO IN NUCLEUS ACCUMBENS...," and so it's a 
microdialysis that will be measuring dopamine release 
in this case. 

Q. And is it published in a peer-reviewed journal? 

A. Yes. It's published in Neuroscience, 1992. 

Q. And is it a reliable authority in the — 

within — within the field, and do you rely upon it 
in connection with your opinions here? 

A. Yes, I do. 

MR. BERNICK: And for counsel. I'll note 
that it was done in the Behavioral Neurochemistry 
Laboratory in London. 

MR. CIRESI: I can make this one out, 
counsel. The other one I couldn't. Thank you. 

THE COURT: Okay. 

MR. BERNICK: We offer it as a learned 

treatise. 

MR. CIRESI: No objection. Your Honor. 

Maybe we could know what the rats were drinking. 
THE COURT: Well why don't we wait until we 
get into the article. 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
DIRECT EXAMINATION - PETER ROWELL 

12660 


Court will receive CK000133. 


MR. BERNICK: Decaffeinated soft drink. 

THE COURT: Are you testifying on behalf of 

the — 


(Laughter.) 

MR. BERNICK: I'm — I'm worried, if I were 
to ask that question, I'm not sure I would get to 
caffeine, but that's okay. 

BY MR. BERNICK: 

Q. Is this — 

Is this a study of increased dopamine release? 

A. Yes, it is. 

Q. And this is a drinking study. 

A. Yes. 

Q. And what were those rats drinking? 

A. The rats were drinking water, plain — plain 
water. 

Q. And the plain water was enough to get their 
dopamine going? 

A. If rats are thirsty and they're presented with 
water, they can have a dopamine release in the 
nucleus accumbens. 

Q. Okay. Directing your attention to the — I 
guess it's page 872, — 
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Q. — is that again one of these graphs that 
displays what happens to dopamine upon drinking? 

A. Right. The rats are thirsty, they've not been 
allowed to have water for a while, and then where 
the — in other words, you see the dotted line there. 
When they're presented with water, they begin to lick 
the water, the top, and their dopamine levels in the 
nucleus accumbens, with the microdialysis probe that 
we talked about, increases. 

MR. BERWICK: Okay. We have one other — 
one other behavior that is important to pursue here. 
Your Honor, and it's already included in the summary 
chart, and I'd like to be able, again, to do it, but 
I promised Your Honor that I would pursue that at 
side-bar before I did it yesterday. 

THE COURT: All right. 
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(Side-bar discussion as follows.) 


(Side-bar discussion concluded.) 
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1 BY MR. BERNICK: 

2 Q. Dr. Rowell, are there other behaviors that have 

3 been studied in these rats? 

4 A. Yes, there is another behavior that's very 

5 pleasurable to most animals that we looked at, or 

6 these investigators have looked at, in rats with 

7 microdialysis — 

8 Q. Okay. 

9 A. — study. 

10 Q. Okay. Turn your attention to GK100169, which is 

11 at tab 39. 

12 A. I have it. 

13 Q. And is this an article published in a peer- 

14 reviewed journal and have you relied upon it in 

15 connection with your work in this case? 

16 A. Yes, I have. Behavioral Neuroscience Journal. 

17 MR. BERNICK: Okay. We offer it as a 

18 learned treatise. 

19 MR. CIRESI: No objection. No objection, 

20 Your Honor. 

21 THE COURT: Court will receive GK100169. 

22 BY MR. BERNICK: 

23 Q. I think as everyone probably has surmised at 

24 this point, this studied sexual behavior and its 

25 effect on dopamine levels; is that right? 
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1 A. That's right. 

2 MR. CIRESI: In the rats; correct, sir? 

3 THE WITNESS: In the rats. 

4 (Laughter.) 

5 Q. And it was done — 

6 A. In male rats actually. 

7 Q. In male rats. 

8 A. In male rats. 

9 MR. CIRESI: Are they Canadian rats, 

10 doctor? 

11 (Laughter.) 

12 MR. BERNICK: They have laxer regulations 

13 up there in Canada, but we can't get into that today. 

14 Q. Again, this is a quantitative study? 

15 A. Yes, it is a quantitative study, a microdialysis 

16 study. 

17 Q. Okay. And again we're still focused on 

18 dopamine. 

19 A. Dopamine in the nucleus accumbens or the 

20 pleasure center. 

21 Q. Have you prepared a summary graph that plots 

22 these different data? 

23 A. Yes, I have. 

24 Q. Okay. And is that part of your video? 

25 A. Yes. 
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1 Q. I wonder if you could display the results of 

2 this summary. 

3 A. Okay. I have compared the three studies that we 

4 talked about with drinking, thirst when you're 

5 thirsty, food and the food-deprived, and sexual 
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6 activity when a male rat is presented with a female 

7 rat on the other side of the cage and then the glass 

8 is lifted, more or less, and activity proceeds. 

9 These — these — these studies can be done in freely 

10 moving, awake animals. 

11 The probes are put Into the brain, just to — 

12 just to indicate how they're done — I guess I didn't 

13 explain this very well. The surgery is done several 

14 days before. The animals are allowed to recover. 

15 They're allowed to get used to the probes being In 

16 there. And then you can actually measure activities, 

17 like this study does, in a freely moving, awake, live 

18 animal. 

19 This is the same exact relationship I had on 

20 drug studies where we have dopamine release and the 

21 percent Increase over 60 minutes, so I wanted to use 

22 exactly the same bar. And the first two are simply 

23 the ones we've already seen, these are drug effects. 

24 This is nicotine and caffeine. And if you're very 

25 hungry, as we talked about, you can get dopamine 
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1 release In the brain. So it doesn't have to be drug 

2 effect that actually produced neurotransmitters. I 

3 mean those neurotransmitters, dopamine in particular, 

4 is obviously there for a survival value, not for a 

5 drug effect. 

6 Q. Okay. But when you eat, there is a — there's a 

7 stimulatory quality to it. 

8 A. Which — 

9 Right. Which is exactly why people don't 

10 starve, because there's a pleasurable activity, 

11 there's a dopamine release — release in the brain, 

12 and mother nature puts that neurotransmitter system 

13 there to respond to behaviors. 

14 Q. Next. 

15 A. Okay. The next one is thirst. That's quenching 

16 thirst, as we saw, with water from an animal that has 

17 been water-deprived for a period of time. 

18 And then sexual activity is in this — in this 

19 rat study we just saw with a male rat's dopamine 

20 release presented with a female. 

21 Q. Are there any studies where, in a sense, rats 

22 are given a choice about what they'll go to; that is, 

23 eating or drinking versus administration of morphine, 

24 as an example? 

25 A. Eating or drinking or — or morphine? 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
DIRECT EXAMINATION - PETER ROWELL 

12667 

1 Q. Yes, where they're presented with a choice. Or 

2 are these — are these all studies where it's just 

3 one variable at a time? 

4 A. I think these are studies with just one variable 

5 at a time. 

6 Q. Okay. 

7 A. I don't remember on these studies whether — 

8 Q. I'm sorry. Based upon this quantitative 

9 analysis, can you draw any conclusions, again, about 
10 the relative stimulating effect on dopamine levels 
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11 from these different kinds of activities? 

12 MR. CIRESI: Objection, Your Honor, no 

13 foundation. The doctor doesn't know whether they 

14 were introduced simultaneously, independently, how 

15 long the abstinence was, et cetera. 

16 BY MR. BERNICK: 

17 Q. Is all that information set out in these 

18 articles? 

19 A. Oh, yes. Uh-huh. I could tell you exactly how 

20 long — 

21 You mean food-deprived and water-deprived and 

22 things like that? Yes, 23 hours, I believe it was, 

23 on water-deprived. I think it was 18 — I mean I 

24 could look it up — 18 hours. It was a good length 

25 of time. It wasn't just an hour they hadn't had 
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1 water. The main point of the — 

2 Should I proceed on? 

3 Q. Sure. 

4 A. Okay. 

5 Q. What I — 

6 What I want you to talk about is what this tells 

7 you about whether behaviors, — 

8 A. Right. 

9 Q. — based upon this research, behaviors had 

10 central-nervous-system-reward, pleasurable effects. 

11 A. That's exactly — 

12 Q. In other words, a drug effect. 

13 A. That's exactly what this shows, is that 

14 behaviors can produce neurochemical changes in the 

15 central nervous system through this same pleasure 

16 center or reward center in the brain, through 

17 dopamine. 

18 Q. We've used the term "reinforcement" and 

19 "reinforcers." Does behavior have reinforcement or 

20 reinforcing qualities about it? 

21 A. Absolutely, behaviors have reinforcing 

22 properties. Certain behaviors which tend to have 

23 very high survival value have very high pleasurable 

24 or euphoriant effects. 

25 Q. We've talked about dependence potential. Do the 
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1 behaviors that we're talking about here have 

2 dependence potential? 

3 A. Some behaviors definitely have dependence 

4 potential totally apart from a drug effect. We don't 

5 have here all the — 

6 MR. CIRESI: Excuse me. Your Honor, can we 

7 limit it to these rat studies, or is the doctor going 

8 beyond? Because I think we're getting beyond his 

9 expertise at this point. 

10 THE COURT: Okay. I am sure the question 

11 is addressing the studies. 

12 MR. BERNICK: Well for the present time, 

13 absolutely. That's being proffered. 

14 THE COURT: Maybe you can clarify that 

15 so — 
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16 MR. BERNICK: Okay. 

17 BY MR. BERNICK: 

18 Q. Do these studies tell us about whether these 

19 behaviors have dependence potential? 

20 A. These studies say these behaviors can have 

21 dependence potential. 

22 Q. Are there studies that have been done which have 

23 attempted to isolate and compare with regard to 

24 smoking the contribution to liking and reward levels 

25 of the behavior versus the drug? 
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1 A. Yes. That's the critical part of the issue, is 

2 the contribution of nicotine to smoking. 

3 MR. CIRESI: Your Honor, we're going to 

4 object at this point. If he's just going to relate 

5 to literature that he's read, that's one thing, but 

6 if he's trying to draw an expert opinion in that 

7 area, we object to that. 

8 THE COURT: Okay. Where are you headed, 

9 counsel? 

10 MR. BERNICK: Well first I'll begin with 

11 the literature that he's read, and then I think I can 

12 lay a foundation for the appropriate opinion. But I 

13 want — 

14 Let me lay the foundation in the following way. 

15 THE COURT: All right, go ahead. 

16 BY MR. BERNICK: 

17 Q. You've talked a lot about dopamine. 

18 A. Right. Correct. 

19 Q. And I think that in the first part of your 

20 presentation you dealt with drugs. 

21 A. Yes. 

22 Q. In the second part we've now talked about 

23 behaviors. 

24 A. Yes. 

25 Q. And I think you've also told us that dopamine 
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1 affects the — what portion of the brain? 

2 A. Nucleus accumbens. 

3 Q. And that is the portion of the brain that's 

4 associated with what types of feelings? 

5 A. Reward, pleasure, euphoria. 

6 Q. Are there studies which compare the contribution 

7 of drug activity to the contribution of behavior in 

8 producing reward, pleasure and euphoria with regard 

9 to smokers? 

10 A. Yes, there are several, three I can think of. 

11 Q. Okay. And are these studies that are part of 

12 your research and scientific activity? 

13 A. Well this is directly related to my research on 

14 the drug contribution of nicotine to smoking 

15 behavior, yes. 

16 Q. Have you studied the same exact issue in 

17 connection with your laboratory work? 

18 A. My contribution to the field has been the extent 

19 of the drug effect on the dopamine part of the 

20 equation we talked about. 
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21 Q. What is the purpose of studying in the 

22 laboratory the contribution of nicotine versus 

23 behavior to dopamine, what's the purpose of doing 

24 that, if any, in understanding data regarding the 

25 same contributions to smoking behavior in people? 
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1 A. If I understand the question, I guess the — the 

2 importance of doing that is to try to discriminate 

3 the contribution of nicotine as it applies to smoking 

4 behavior, just the drug that's in the smoke, the 

5 nicotine contribution, to a behavioral component like 

6 we have here that might — you might get dopamine 

7 release from a behavior if it has been conditioned. 

8 Q. Is it part of your work as a laboratory 

9 researcher to review and understand and analyze the 

10 parallel work that's done on reward, pleasure and 

11 euphoria from drugs and behaviors in people? 

12 A. Very much so. In fact, I attend meetings on 

13 tobacco, smoking, nicotine contributions, so that we 

14 can synthesize the basic science researchers that 

15 study the drugs and the basic science researchers 

16 that study the behavioral components, normally Ph.D. 

17 basic science researchers, to try to see what the 

18 contributions of these are and whether you can 

19 differentiate these two. 

20 Q. Okay. I want to direct your attention to tab 

21 16, which is Exhibit GK000488. 

22 A. I have it. 

23 Q. Is this a presentation made by Dr. Rose, who's 

24 chief of the Nicotine Research Laboratory? 

25 A. Yes, it is. 
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1 Q. And was it presented at the annual meeting of 

2 the Society for Research on Nicotine and Tobacco? 

3 A. Yes. 

4 Q. And is he an expert within the field that we're 

5 talking about here? 

6 A. Yes, he's an expert. 

7 Q. And in your field and in your discipline, is it 

8 customary that scientists make presentations on their 

9 current research at such meetings? 

10 A. Yes. That's the main purpose of the meetings. 

11 Q. And that they are considered reliable authority 

12 for purposes of giving the latest developments, 

13 scientific developments within the field? 

14 A. Yes. 

15 Q. And do you rely upon such presentations and have 

16 you relied upon them in the course of your scientific 

17 work and in this case? 

18 A. Yes, I have. 

19 MR. BERNICK: Your Honor, we offer as a 

20 learned treatise Exhibit GK000488. It was also 

21 designated by the plaintiffs as CE000138. 

22 MR. CIRESI: It's not — it's not a learned 

23 medical treatise. It's not published — 

24 THE COURT: Can we find out what it is? 

25 MR. CIRESI: — or peer-reviewed. 
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1 MR. BERNICK: I'm sorry? 

2 THE COURT: Can we find out what it is. I 

3 don't understand what it is. 

4 MR. BERNICK: Yes. 

5 BY MR. BERNICK: 

6 Q. Could you tell us. Dr. Rowell, what this is and 

7 why it's considered within your field to be a 

8 reliable authority and statement for purposes of your 

9 work. 

10 A. Well it's a reliable source for several reasons. 

11 First of all, Jed Rose, as I mentioned, is a very 

12 prominent researcher, contributed to the Surgeon 

13 General's report, does a lot of work on nicotine 

14 pharmacology and smoking behavior. 

15 MR. BERNICK: Sorry. 

16 THE COURT: Counsel, — 

17 MR. BERNICK: I think — 

18 THE COURT: — I just don't — 

19 We don't want some presentation by some other 

20 person who can't be cross-examined. You understand 

21 that, counsel. We want to know if it's a learned 

22 treatise, so if it's been published and if he's 

23 relying on it, if you want to introduce it as a 

24 learned treatise. Can we get that? 

25 MR. BERNICK: Yes. 
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1 BY MR. BERNICK: 

2 Q. Is this — 

3 Is this type of presentation considered to be a 

4 learned treatise within your field? 

5 A. I don't know — 

6 Within my field it certainly would be considered 

7 a learned treatise, but I don't know whether that's 

8 in the law. I don't know. 

9 MR. CIRESI: Your Honor, Your Honor, this 

10 is not a peer-reviewed, published article. All we 

11 have is two pages, which apparently has Dr. Rose at 

12 one portion at the end. There's nothing else to it. 

13 The exhibit wasn't in the database or on the hard 

14 copy of the exhibit list, so I think what this was 

15 was a proceeding, a conference summary. 

16 THE COURT: Was it just a talk or 

17 something? 

18 MR. BERNICK: No, no, no. I'm sorry. Your 

19 Honor. First, it's not just a two-page document, 

20 it's a full document and a presentation, complete 

21 with textual discussion and conclusion. Are you 

22 looking at the same thing I am? 

23 MR. CIRESI: GK000488. 

24 MR. BERNICK: GK000488. 

25 MR. CIRESI: It's your number. It's a 
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1 different document. 
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2 MR. BERNICK: Let's straighten this out 

3 over lunch. We're looking at the same exhibit number 

4 and a different piece of paper. 

5 THE COURT: Okay. We better straighten it 

6 out over lunch. Let's — 

7 Can we go on to something else? 


8 

MR. 

BERNICK: 

This was really the last 

9 

subject I had 

to cover 

', Your Honor, before — as part 

10 

of the direct 

examination. You want to try to 

11 

straighten it 

out now? 


12 

THE 

COURT: 

Okay. Well I have — I have 

13 

something more than a 

two-page document. Maybe — 

14 

MR. 

BERNICK: 

Here. 

15 

MR. 

CIRESI: 

I don't. Your Honor. 

16 

THE 

COURT: 

Maybe you could give him the 

17 

real GK000488. 



18 

MR. 

CIRESI: 

This is the real. 

19 

MR. 

BERNICK: 

Yes. Do you have your CE 

20 

number, CE000138? 


21 

MR. 

CIRESI: 

CE? 

22 

MR. 

BERNICK: 

CE000138. You designated it 

23 

on cross. 



24 

MR. 

CIRESI: 

This still isn't a published. 

25 

peer-reviewed 

article. 

It's not — it's not medical 
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1 literature under the rule. 

2 THE COURT: Yeah. I still don't understand 

3 what it is. What is — 

4 MR. BERNICK: It is a — 

5 THE COURT: Where did it come from or 

6 what — 

7 MR. BERNICK: It is a study that was 

8 presented and distributed at the annual meeting for 

9 the Society for Research on Nicotine and Tobacco. 

10 That's what it is. 

11 THE COURT: Okay. 

12 MR. BERNICK: So it is a study that was 

13 presented in a public forum to a meeting of 

14 scientists. And the rule says. Your Honor, it's not 

15 just published treatises, it's periodicals or 

16 pamphlets on the subject of history, medicine, or 

17 other science, or article established as a reliable 

18 authority. And the witness has testified very 

19 clearly that in his field, and I don't think it's 

20 unique, scientists all the time rely upon 

21 presentations that are made in this fashion. And 

22 this is not — 

23 THE COURT: I don't — I don't think we've 

24 had those allowed. This is essentially a 

25 presentation made at a conference, and we've never 
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1 allowed those as learned treatise, have we? 

2 MR. BERNICK: I — I would — I hate to 

3 hesitate — 

4 I hate to say. We're three months in and we've 

5 got hundreds of things. But I believe the witness's 

6 testimony is clear, and it's not contradicted, that 
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this is exactly what this is, which is a — it's a 
study that was presented, it's not just a — a 
pamphlet that is just a one-sheet piece of paper, 
it's a whole study. 

THE COURT: All right. The objection is 

sustained. 

BY MR. BERNICK: 

Q. Based upon the data that you have already 
presented, is there a distinction between the 
behavioral side of dopamine effects and the drug side 
of dopamine effects? 

A. Yes, there is. 

Q. Okay. 

A. There is — 

There is a big distinction between the 
behavioral side and the drug side. It's difficult to 
present, I guess, without putting in some evidence of 
how you could actually distinguish this or how it — 
how you could determine this. There are published 
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studies on this. And — and actually this study has 
been published in a peer-reviewed journal, but this 
was a later — it's — 

This is new information. The previous study has 
been published, and it would be just as acceptable to 
present that. But there is a difference. 

MR. CIRESI: Your Honor, if I may, counsel, 
if there is an earlier published study, then we would 
have no objection to it. We would like to see that 
study, that's all. 

THE COURT: Is that available? 

MR. BERNICK: Well what I was going to 
suggest is maybe we could take the break for lunch 
and we could at least isolate that one so that he can 
testify from that. I think — I suspect it's — 
probably what you had is the — is the other version 
of the same exhibit. 

MR. CIRESI: No. Mine was just a little 

abstract. 


BY MR. BERNICK: 

Q. Was this published in Addiction? 

A. I can't remember. It's this — basically the 


same — 

THE COURT: Is he representing that this 
article here was published in a peer-reviewed 
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journal? 

MR. BERNICK: I think what he said is that 
this is a subsequent version — 

THE WITNESS: Yes. 

MR. BERNICK: — of what was published in a 
peer-reviewed journal. 

THE WITNESS: Yeah. The reason this is a 
little better, and Jed Rose continued to work on it 
and then presented more information, is because he 
has a placebo group here with saline that was not 
included in the published study. The nicotine and 
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the smoking is — is exactly the same. This is — 

THE COURT: Okay. Just a minute. 

MR. BERNICK: Okay. 

THE WITNESS: Oh. 

THE COURT: Do we have that article? Do 
you have that article available, or do we have it 
available? Wouldn't it be easier just to introduce 
it if we have it? 

MR. BERNICK: Sure, I think it would be. 

And what I was going to suggest is we try to 
undertake that over the lunch hour, to get ahold of 
it so that he can just work with that. 

MR. CIRESI: Your Honor, just for the 
purpose of moving it along, as long as the defense 
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will not claim this is precedent in any way, I would 
allow and not object to this under 803(18), so long 
as we later, after the noon hour, receive the copy of 
the earlier published article, just to move us along. 
THE COURT: Can we do that? 

MR. BERNICK: Sure. 

THE COURT: All right. Let's do that. 

MR. CIRESI: Okay. 

THE COURT: Then under those conditions, 
then, we'll allow GK000488. 

BY MR. BERNICK: 

Q. Directing your attention to this study, this is 
a study on the comparative effects of intravenous 
nicotine and denicotized cigarette smoke. 

A. Right. 

Q. Could you tell us the circumstances surrounding 
this study? What was it about? 

A. This study was an attempt to try to discriminate 
exactly what you have on the flip chart there, which 
is the effects of the drug nicotine, which would be 
the intravenous nicotine part of this study, with the 
simple behavior of cigarette smoking in the absence 
of nicotine, which is the denicotinized cigarette 
smoke. So these individuals were given cigarettes to 
smoke which did not have nicotine in them. 
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Q. So this is — 

Can we put down the denic cigarette here? 

A. Right. 

Q. And the — 

This is IV nicotine? 

A. IV nicotine. So basically we have nicotine 
without smoking at the top, and at the bottom we have 
smoking without nicotine. 

Q. Okay. And the study goes ahead and compares it. 
A. Right. 

Q. And what kinds of measures are used for the 
comparison? 

A. Well there was a group of questions, this was a 
human study, and they asked was it satisfying or 
satisfactory and was there a good taste, that was the 
psycological reward. Craving relief, did it 
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immediately reduce your craving for cigarettes. Did 
you enjoy the sensation in the throat and chest. So 
enjoyment, craving reduction, satisfaction, and 
psycological reward. 

Q. Okay. Are there a series of charts that came 
out of this? 

A. Yes. 

Q. Do you have those on your video? 

A. Yes, I do. 
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Q. Okay. Why don't you present them. 

A. Okay. This is the study again. There's no 
sense in going over that. This compares the effect. 
This is the satisfaction. 

I need to explain a little bit what we're going 
to see here. This is a score that the human 
subject — subjects put down, again rating how well 
this satisfied them when they were going to either 
get an intravenous pulse of saline or an intravenous 
pulse of nicotine. 

Now let me go back just a second and talk about 
one thing. This was a blind experiment in which all 
the individuals had intravenous catheters in their 
arm. They didn't know whether they were going to be 
given saline, just a normal salt solution, or a 
nicotine — pulse of nicotine. It's also important 
to tell that — say that the nicotine pulses were 
administered in such a way to as well as possible 
exactly duplicate the way nicotine would come in 
through the inhalation route from cigarettes. And in 
this study they actually measured the plasma levels 
of nicotine, what's called the nicotine boost, from 
both the intravenous injection of nicotine and from 
the cigarette smoked nicotine when they smoked their 
own cigarette, which we'll talk about in a minute. 
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So it's a blind study so the individuals don't know 
what they're going to get. They obviously know 
whether they're going to be smoking or not, but they 
don't know what they're going to be getting into 
their arm. So they're getting either a pulsed 
intravenous injection of saline or a pulsed — which 
means like they would smoke a cigarette — 
intravenous injection of nicotine which mimics the 
delivery of smoke. That's what that means. So they 
measured the nicotine levels. 

And what we'll see first here are bar graphs of 
the individuals that were basically sitting down and 
not smoking, so they were just getting either 
nicotine or saline. And we talked a little bit about 
this before, that nicotine really has very little 
euphorigenic — I mean they just scored it 
themselves. 

MR. CIRESI: Excuse me. Your Honor. If the 
doctor is going to try to get into drawing 
conclusions, that's a different story, it's moving 
beyond his area of expertise, rather than just the 
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report itself. 

THE WITNESS: Okay. 

MR. BERNICK: Well Your Honor, we differ, 
obviously, with Mr. Ciresi on that issue, but let's 
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make the proffer specific to begin with, specific to 
this study, if we could. Dr. Rowell. 

THE WITNESS: Yes. I'll just show the 
information and — I mean I won't try to draw any 
conclusions from it, I guess. I think the 
conclusions will be obvious. But we — 

Q. This is the intravenous injection, and the dark 
green is just nothing, it's placebo, it's saline, and 
the yellow or kind of horrible mustard color there is 
going to be IV injection of nicotine. 

Now the next group are individuals who were 
given the denicotinized — woops, sorry — the next 
group are the individuals that were given the 
denicotinized cigarettes. The denicotinized 
cigarettes had no nicotine in them, so they're 
smoking but they're not receiving nicotine from the 
smoke. This group is receiving nicotine from the IV 
injection of nicotine, but this group is receiving 
saline. So — 

Q. Let me stop you for a second. 

A. Yeah. 

Q. The bar on the right are people who are actually 
getting nicotine? 

A. They're getting nicotine, but only — not in the 
smoke. From the intravenous injection of nicotine. 
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Q. But they're getting nicotine. 

A. They're getting nicotine, yes. 

Q. The bar on the left, are those people getting 
any nicotine at all? 

A. They're getting no nicotine at all. They're 
getting only saline in their intravenous injection. 
And they're not receiving any nicotine in the 
cigarette, either, because both of those cigarettes 
are denicotinized cigarettes. 

Q. But are they smoking? 

A. They're smoking. 

Q. Okay. Next bar. 

A. The next bar is individuals are given their 
usual brand of cigarette and allowed to smoke, so 
they're getting an IV pulse of saline only and were 
allowed to smoke. They're getting their nicotine 
from their cigarette. There is no group where there 
was an IV injection of nicotine in a cigarette that 
contained nicotine because there was a concern in the 
study that they would be receiving nicotine from both 
the cigarette and the intravenous injection, and that 
would obviously be kind of a double dose. So — 

Q. Is there any — 

Is there any statistically significant 
difference between that yellow bar for denic smoke 
STIREWALT & ASSOCIATES 
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1 and the usual brand that's presented in the study? 

2 MR. CIRESI: Objection, no foundation. 

3 MR. BERNICK: That's presented in the 

4 study. 

5 THE COURT: You can answer. 

6 A. Yes, there's a statistically significant 

7 difference in the groups. Not in — not between 

8 these and these, but there's a statistically 

9 significant difference between the non-smoking group 

10 which were receiving saline or nicotine and the 

11 smoking group. And — 

12 Q. Okay. Are we talking about a statistically 

13 signicant — 

14 A. No. 

15 Q. — difference between the denic smokers who are 

16 pulsed IV nicotine or not pulsed IV, that group 

17 there, and the usual brand? 

18 A. I don't remember. I don't think there were, 

19 but — 

20 Q. Okay. Fine. Is there another — 

21 Is there another chart or graph that comes out 

22 of this work? 

23 A. Yeah. What I — 

24 I just wanted to focus in. This gets a little 

25 confusing. What we were looking at was to try — 
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1 which is the next graph I'll flip to quickly. Really 

2 what we want to compare on the flip chart is the 

3 smoking without nicotine and the — and the nicotine 

4 without the smoking. So that's exactly what's on the 

5 trip chart — the flip chart, to try to discriminate 

6 a pure drug effect from a behavior. 

7 He's got behaviors there. This would be sitting 

8 in a chair getting nicotine. It's — it's — it's as 

9 close as you can get to just seeing what does the 

10 nicotine do. 

11 MR. CIRESI: Excuse me. Your Honor, I'm 

12 going to object to the characterization now. He's 

13 not reporting what's in this paper here. 

14 THE WITNESS: Okay. 

15 THE COURT: Okay. 

16 Q. Dr. Rowell, just — just tell us what was in the 

17 paper when you're comparing nicotine with no smoking. 

18 This. 

19 A. That's nicotine without — without a behavior, 

20 you might say, without smoking. 

21 Q. Versus smoking as a behavior without nicotine. 

22 A. Without any drug. 

23 Q. What does the paper itself show. 

24 A. The paper shows that for the satisfaction of 

25 this effect, individuals are more satisfied by the 
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1 behavior of their smoking. I mean they're cigarette 

2 smokers so they're used to the experience, so they 
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3 are satisfied by the smoking, satisfaction without 

4 the nicotine more than the nicotine without the 

5 smoking. 

6 MR. CIRESI: Your Honor, we're going beyond 

7 what this paper shows. 

8 Q. Is that what this chart shows? 

9 THE COURT: Well I'll let — I'll let the 

10 answer stand. 

11 A. Well just satisfaction, and I'm assuming that 

12 their scoring reflects their satisfaction. And it's 

13 nicotine without smoking, drug effect, smoking 

14 without nicotine. I mean I don't have much more to 

15 say about it. 

16 Q. Okay. Are there other graphs that you've 

17 prepared from the same data? 

18 A. Yes. They asked — 

19 On the other questions, we have a graph on did 

20 they enjoy this sensation, and this was mainly the 

21 sensory effect — I think the question was in the 

22 throat and in the mouth and things like that. The 

23 first group, again it's the same — same bars, we 

24 have not smoking at all, receiving saline, or just 

25 salt water, and which — and then an IV pulsed 
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1 nicotine infusion, and that's the scores they gave. 

2 The next two are the smoking group, they are not 

3 receiving any nicotine from the smoke. This green 

4 group is not receiving any nicotine at all. And then 

5 the yellow bar is smoking a denicotinized cigarette, 

6 but it has IV nicotine in — pulsed in there in 

7 addition to their non-nicotine-containing cigarette. 

8 And finally, their usual brand is to allow them to 

9 smoke and rate kind of as a — I guess you'd say kind 

10 of a standard, they're allowed to use their — smoke 

11 their usual brand, what the smoke would be for the 

12 sensation or sensory effects of the — 

13 Q. Okay. 

14 A. — of the experience. 

15 Q. Are there a couple more charts? 

16 A. Yeah. The next one simply differentiates, 

17 again, the nicotine without smoking, smoking without 

18 nicotine, as the two that I think — 

19 Well in fact do discriminate pure drug effect 

20 from smoking without nicotine. 

21 Q. Okay. 

22 A. And the next bar is craving reduction, how much 

23 it — these — 

24 These individuals were not allowed to smoke 

25 overnight, and they were brought into the clinic in 
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1 the morning. And so they supposedly were scoring 

2 this on how much it reduced their craving for 

3 cigarettes. The first two bars, once again, are not 

4 smoking, they're just receiving either nicotine — 

5 either nicotine in the yellow or nothing and saline 

6 in the green on the left, then the other two groups 

7 are receiving — they're smoking in the green with 
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8 nothing being given, so there's no nicotine, and here 

9 they're — they are getting some nicotine in — in — 

10 And maybe you can consider it an increase. I 

11 won't try to comment on that, whether there's — 

12 whether there's an effect here. 

13 And then the usual brand is here. So we have 

14 a — again trying to separate drugs from behaviors, 

15 which is on the flip chart, we would — we would 

16 center in on only the group that received nicotine 

17 intravenously, not smoking, no behavior involved, 

18 really, and a group that was allowed to smoke these 

19 denicotinized cigarettes and not receiving any 

20 nicotine at all. 

21 Q. Okay. 

22 A. And once again on craving reduction, it appears 

23 to me that when you have a craving for a cigarette, 

24 it's the act of smoking that satisfies the craving or 

25 gives you more craving reduction than the nicotine, 
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1 and that's my interpretation of the data. But 

2 I'll — 

3 MR. CIRESI: Move to strike the 

4 interpretation of the data. Your Honor. 

5 THE COURT: Sustained. 

6 THE WITNESS: All right. 

7 A. Anyway, they rated craving reduction under — 

8 under the two circumstances. 

9 And the final one is the psycological reward 

10 they receive from either smoking or a nicotine 

11 infusion, the first group then being only receiving, 

12 again, the intravenous saline, which would be a — a 

13 placebo group, or the intravenous nicotine. Here is 

14 non-nicotine-containing cigarette, and they're just 

15 allowed — they're just smoking, or they're smoking 

16 without any nicotine. And here they're adding 

17 nicotine through the intravenous, and finally their 

18 usual brand with smoking behavior including whatever 

19 nicotine was in their usual blend — usual brand. 

20 And focusing in, again, on the difference between a 

21 pure drug effect with no smoking at all or basically 

22 a pure smoking activity without any nicotine at all, 

23 this is the difference. 

24 MR. BERNICK: Okay. Your Honor, this would 

25 be a good time to come back after lunch with the 
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1 published version — the earlier published version, 

2 and then I may have like two minutes of final 

3 questions. 

4 THE COURT: All right. We'll recess for 

5 lunch, reconvene at, oh, about quarter to 2:00. 

6 THE CLERK: Court stands in recess, to 

7 reconvene at a quarter to 2:00. 

8 (Recess taken.) 

9 

10 

11 

12 
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AFTERNOON SESSION. 

THE CLERK: All rise. Ramsey County 
District Court is again in session. 

(Jury enters the courtroom.) 

THE CLERK: Please be seated. 

THE COURT: Counsel. 

MR. BERNICK: Thank you. Your Honor. 

Good afternoon. Dr. Rowell. 

THE WITNESS: Good afternoon. 

MR. BERNICK: Good afternoon, ladies and 

gentlemen. 

(Collective "Good afternoon.") 


BY MR. BERNICK: 

Q. Dr. Rowell, I think when we left off we had gone 
through this study that was presented by Dr. Rose, 
and we undertook to find over the lunch hour the 
publication of some of Dr. Rose's work. Have we in 
fact located that publication? 

A. Yes, we located the publication that preceded 
the follow-up study that we presented. 

Q. Okay. And for the record, would you take a look 
at GSP — Exhibit GSP000075, which is before you. 

A. Right. 

Q. Is that the study that we've now located? 

A. Yes. 
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1 Q. And was that published in a peer-reviewed 

2 journal? 

3 A. Yes, it was. 

4 Q. And is it a peer-reviewed journal and is it the 

5 type of publication that is considered to be a 

6 reliable authority within your field? 

7 A. Yes. 

8 Q. And have you relied upon it in connection with 

9 your work on this case? 


10 

A. 

Yes, 

I have. 


11 



MR. 

BERNICK: We offer it as a learned 

12 

treatise. 




13 



MR. 

CIRESI 

: No objection. Your Honor. 

14 



THE 

COURT: 

Court will receive GSP000075 

15 

BY 

MR. BERNICK: 


16 

Q. 

Turning 

to the 

first page of the article, you 

17 

see 

that 

Dr. 

Rose is 

indicated as being one of the 
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18 authors here? 

19 A. Right. He's the corresponding author. 

20 Q. And in comparison to the study that you talked 

21 about this morning, is this before or after the study 

22 that we talked about this morning in terms of the 

23 research in this area? 

24 A. This study was done before the study we talked 

25 about this morning. 
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1 Q. Okay. So this is an earlier work? 

2 A. Yes. 

3 Q. Okay. Could you point out to us basic — or 

4 describe to us basically what this study is about. 

5 A. This study is essentially the same kind of a 

6 study, it's trying to dissociate the nicotine 

7 intravenous infusion, which was the same kind of 

8 thing that he did, with smoking a denicotinized 

9 cigarette and — and the enjoyment and satisfaction 

10 and some of the things that he asked these 

11 individuals, and reduced craving. 

12 Q. It says over here in the first column on the 

13 first page that — makes some observations regarding 

14 the success of nicotine replacement, and it says, 

15 "The low success rates with nicotine replacement 

16 alone may be due to the lack of adequate attention to 

17 the sensory and motor components of smoking." 

18 A. Right. 

19 Q. Is that over here, or over here (gesturing to 

20 the flip chart)? 

21 A. That would be — 

22 The motor components of smoking would be 

23 behavioral. The sensory could be drug sensory 

24 effects. 

25 Q. It says, "These sensory and motor components are 
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1 then linked to primary reinforcing — to the primary 

2 reinforcing drug: nicotine." 

3 A. Right. 

4 Q. "From the smoker's perspective, these sensory 

5 and motor cues can be equally as reinforcing as 

6 nicotine. In previous studies from our laboratory 

7 using airway anesthesia to block airway sensations, 

8 smoking was less enjoyable and by inference less 

9 reinforcing without the usual associated airway 

10 sensations of smoking. The observation that many of 

11 the major reinforcing sensory cues are in the 

12 smoker's airway led to the 'airway sensory 

13 hypothesis' of smoking." 

14 He goes on to say, "If nicotine alone could 

15 explain the smoking addiction, then smoking cessation 

16 research should continue to focus on ways to replace 

17 nicotine. On the other hand, if the airway sensory 

18 hypothesis also explains part of the smoking 

19 addiction, then research efforts should also be 

20 placed upon reproducing the airway sensations of 

21 smoking." 

22 Could you tell the jury what Dr. Rose went ahead 
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23 and did in order to look into this issue of the 

24 contribution of behavior versus the contribution of 

25 the drug? 
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1 A. He did essentially the same thing we presented 

2 this morning, was that he took a group of subjects 

3 and he had a group not smoking at all and he gave 

4 them intravenous nicotine. In this earlier study 

5 there was not a group where he gave them intravenous 

6 saline without smoking, so he didn't have that 

7 control group with just the saline and not smoking, 

8 but he did give the intravenous nicotine pulses. He 

9 also had the groups where he gave a denicotinized 

10 cigarette with either a saline or an intravenous 

11 administration of pulsed nicotine. 

12 Q. Did you go ahead, then, and generate charts that 

13 are similar to the charts that you showed to the jury 

14 before the noon break? 

15 A. Right. 

16 Q. Now directing your attention to page — kind of 

17 hard to see, but I think it's 311. 

18 A. 311, right. 

19 Q. Do we see a satisfaction chart? 

20 A. Yes. 

21 Q. And if you look down to the labels that appear 

22 at the bottom of the chart, it says nicotine 

23 infusion, nicotine pulses, saline — what's this one 

24 here? Nicotine infusion, but now with the denic 

25 cigarette. 
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1 A. Right. 

2 Q. Nicotine pulsed with a denic cigarette, and then 

3 a regular cigarette? 

4 A. Regular cigarette. 

5 Q. Now you told us that there was a difference, 

6 that there was something that wasn't done here that 

7 was done in the later study. What was it? 

8 A. On the no smoking group, there's no saline 

9 infusion. The bar graph number C is, kind of in the 

10 middle, is a saline infusion group, but he doesn't 

11 have that same group in a non-smoking, he only has 

12 the saline infusion with the denicotinized cigarette. 

13 In the — in the later study he did, which I 

14 presented this morning, he includes control subjects 

15 that are not smoking and not receiving nicotine at 

16 all. So he'll have a bar for these, this one was 

17 satisfaction, — 

18 Q. Okay. 

19 A. — with that control group. 

20 Q. Now if we go to just this particular chart and 

21 denic cigarettes, the people who got the saline, were 

22 they getting any nicotine at all? 

23 A. No. They're smoking a denicotinized cigarette 

24 and they're getting a saline administration. 

25 Q. And if we go over here to D and E — D and E, 
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are these people now getting nicotine? 

A. Right. One of them is getting nicotine 
constantly as a kind of infusion, you might say, with 
a nicotine patch type of system, although it's 
intravenous. The E is the one presented this 
morning, which is the nicotine pulses, intravenous, 
pulses — 

Q. Okay. 

A. — on top of the denicotinized cigarette. 

Q. Now using the error bars that appear over here, 
is there any statistically significant difference 
between the people who were smoking denic without 
nicotine and the people who were smoking denic but 
who got nicotine? 

A. No. 

Q. Now it appears that the cigarette is higher. 

Does the study explain whether the amount of nicotine 
that they were able to administer through the — 
through the infusion and through the pulses, whether 
that ever reached the amount of nicotine that was 
present in the cigarettes? 

A. Yes. That's another slight difference between 
this study and the one he followed it up with. In 
this study he did not give quite enough nicotine with 
the IV infusion pulses, either no smoking or with the 
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denicotinized cigarette, to reach the blood levels 
from their regular cigarette. In the study we 
presented this morning he increased the nicotine, and 
blood levels were appropriate. We didn't show that 
in the picture, but that's — that's in the graph, 
that they were the same blood levels. 

Q. Even with — 

A. This one, they're a little lower. 

Q. I'm sorry. 

A. This one, they're a little lower. 

Q. Even with that difference, again looking at the 

error bars, is there any statistically significant 
difference between the people who had denic 
cigarettes and were smoking; that is, no nicotine but 
smoking, and the people who were smoking their own 
cigarettes? 

A. No. The act of smoking, the smoking behavior 
with this satisfaction, which was on the top for that 
graph, gives you the same satisfaction as the regular 
brand cigarette. 

Q. Are there similar tables that appear in this 
study for liking? 

A. Right, liking right underneath it. Here it is. 
Q. And then I'm just going to — I'm just going to 
go through them here and the jury can get 
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appreciation of what was done here. The immediate 
craving reduction. 

A. Right. 
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4 Q. Then we have there — actually, is there — 

5 Well I don't know. Is there a statistically 

6 significant difference? Is the saline actually 

7 higher than the cigarette? I guess — 


8 

A. 

I'd have to look 


9 


I would guess not. 

10 

Q. 

Okay. 


11 

A. 

I would say they 

would be statistically the 

12 

same. 



13 


MR. CIRESI: 

Well Your Honor — 

14 

A. 

But — 


15 


MR. CIRESI: 

Move to strike again. 

16 


THE WITNESS 

: Okay. 

17 


THE COURT: 

Okay. Try not to guess, — 

18 


THE WITNESS 

: All right. 

19 


THE COURT: 

— doctor. 

20 


THE WITNESS 

: I have a lot of experience 

21 

looking at error bars 

, is the only reason. It's kind 

22 

of an educated guess. 

but I don't know. 

23 

Q. 

Okay. And chest 

sensation. 

24 

A. 

Well those are the data, so — 

25 

Q. 

Chest sensation 

and enjoyment. 
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1 

A. 

Right. 


2 

Q. 

Again, is there 

any statistically significant 


3 difference given the error bars? 

4 A. I don't see error bars on there, so I'm — 

5 I don't think there's a statistically 

6 significant difference between the saline, not — the 

7 no nicotine smoking and the regular brand cigarette. 

8 Q. Then he goes on to calming effect. 

9 A. Calming effect. 

10 Q. And then he's got an irritability reduction, and 

11 then finally exhilaration. 

12 A. Right. 

13 Q. Do you know exactly what was being measured with 

14 exhilaration? 

15 A. No. I'd have to look at the paper again. We 

16 just dug this up over lunch. 

17 Q. Right. 

18 If you go to the summary that appears at the 

19 beginning of the paper — well it's kind of hard 

20 to — 

21 Maybe you just ought to read the findings, 

22 beginning at "The standard cigarette produced..." so 

23 the jury can hear. It's hard to show it on the 

24 screen all at once. 

25 A. Okay. "The standard cigarette produced more of 
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1 a calming effect and more irritability reduction than 

2 either the nicotine or airway sensation alone. The 

3 denicotinized cigarette was similar to the standard 

4 cigarette conditions, except the cigarette condition 

5 was associated with higher feelings of 

6 exhilaration. Many of the positive subjective 

7 effects from a denicotinized cigarette were 

8 comparable to that of the standard cigarette. These 
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data support the hypothesis that replacement of the 
sensory cues of smoking with airway sensory 
replacement may be useful for smoking cessation." 

Q. Okay. If we go to the conclusion of the 
article, the actual concluding paragraph, is it 
basically the same effect? 

A. Basically says the same thing. 

Q. "We found that many of the positive subjective 
effects from a denicotinized cigarette were 
comparable to that of a standard cigarette?" 

A. Right. 

Q. And who supported this research? 

A. National Institute of Drug Abuse. 

Q. Dr. Rowell, I want to come back to the three 

topics with which we began. The first one, nicotine 
pharmacological effects. 

Based upon what you presented here in court, 
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does nicotine have pharmacological effects? 

A. Yes, it does. 

Q. Comparing nicotine versus other drugs, are there 
quantitative, objective measures about the extent or 
degree of the effects of nicotine? 

MR. CIRESI: Objection, no foundation, 
irrelevant. 


THE COURT: You'll have to rephrase that. 
BY MR. BERWICK: 


Q. Based upon all that you've presented to this 
jury this morning, and now this afternoon, are there 
objective, quantitative measures of the degree of the 
pharmacological effects of nicotine? 

A. Okay. Based on — 

Based on what we've seen in this testimony, 
objective, quantitative differences or measurements 
have been made between nicotine and other drugs, yes. 
Q. And based upon those measures, in degree, how 
does nicotine stack up to these other drugs? 

MR. CIRESI: Objection, Your Honor, there's 
no foundation for that. 

THE COURT: Is it based on these articles 
that he's presented? 

MR. BERWICK: It's based on the articles 
that have been presented before this jury here today. 
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THE COURT: You may answer that. 

A. In my opinion, with the bar graphs that we 
showed comparing cocaine, amphetamine, morphine, 
nicotine, caffeine, I would say that nicotine is on 
the low end of the spectrum for pharmacological 
effects, quantitative, objective pharmacological 
effects more similar to caffeine than it is to the 
classical drugs of abuse in its pharmacological 
activity. 

Q. And finally, going to nicotine as a drug versus 
smoking, smoking behavior, what has been reported in 
the articles that you have presented regarding 
whether the drug or the smoking behavior has a 
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greater contribution to pharmacological effects? 

What has been reported? 

MR. CIRESI: Objection, no foundation. 

THE COURT: You can answer that. 

A. Based on what we saw at the end of this morning 
and just now where nicotine as a drug was separated 
as well as possible from smoking without any 
nicotine, I would say it's the smoking behavior that, 
on these measurements that were reported in these bar 
graphs, contributed more to the satisfaction, the 
craving reduction, than the nicotine. 

Q. Now you told us at the beginning that you had 
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reviewed some internal documents; is that correct? 

A. Yes, I have. 

Q. And you told us at the beginning that you had 
done some literature research in connection with that 
review. 

A. Yes, I had. 

Q. Could you tell the jury what documents you 
actually took a look at for purposes of that review. 

MR. CIRESI: Objection, there's been no 
designation. 

THE COURT: There will have to be 
designated documents, counsel. 

MR. BERWICK: We're not going to be 
introducing them into evidence. They're simply the 
foundation for his views on the subject. 

BY MR. BERWICK: 

Q. Well, Dr. Rowell, did you gather together these 
documents as your reliance materials for purposes of 
your expert work in this case? 

A. For my expert report? 

Q. Yes. 

A. Yes. 

Q. And were they — 

Were the materials that you were relying on for 
the purpose of that report identified at that time 
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and also at the time of your deposition? 

A. They were included as an appendix to the expert 
report. 

Q. Okay. And could you tell the jury what 
collection of those materials you used at that time 
and so identified? 

MR. CIRESI: Objection, Your Honor. 

THE COURT: No, he can say that. 

A. I read all of the documents — 

If I understand your question correctly, I read 
carefully all of the documents that were in my expert 
report up to that time that I had gathered from — in 
different ways from internal tobacco documents. 

Q. Okay. And did you make a comparison between 
what was reflected in those documents regarding the 
pharmacological effects of nicotine versus what was 
reflected in the scientific literature at the time? 
Did you make that comparison? 
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19 A. Yes, I did. 

20 Q. And what is it that you — 

21 What is it that you found in making the 

22 comparison between that collection of documents and 

23 what was already appearing in the scientific 

24 literature at the time regarding the pharmacological 

25 effects of nicotine? 
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1 MR. CIRESI: Objection, Your Honor. No 

2 documents have been designated. 

3 THE COURT: Sustained. 

4 MR. BERNICK: May I approach the side-bar, 

5 Your Honor, just briefly? Just briefly? 

6 
7 


9 

10 

11 

12 

13 

14 

15 

16 
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18 
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(Side-bar discussion as follows:) 
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1 BY MR. BERNICK: 

2 Q. Dr. Rowell, when you did your review of the 

3 internal company documents, could you tell us what 

4 subject matter of documents you decided to take a 

5 look at and how you went about getting those 

6 materials. 

7 A. Okay. I restricted my focus to nicotine and the 

8 pharmacology of nicotine. 

9 Q. Okay. 

10 A. Although I saw — 

11 As I'll explain later, I looked at a lot of 

12 documents that was not of that subject area. How I 

13 went about getting the documents, first of all, as I 

14 explained, I think, yesterday, is just before 

15 Christmas of 1996 attorneys representing four tobacco 

16 companies, after I had written a historical review of 

17 nicotine action, gave me boxes of internal documents 

18 which they indicated to me were documents that were 

19 designated by the plaintiffs in — not this case, but 

20 I think it was another case, another Attorney General 

21 case, as this is what they — 

22 MR. CIRESI: Your Honor, we're going to 

23 move to strike the last part about the documents 

24 produced in other cases. 

25 THE COURT: Yes, that's — we have enough 
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1 documents in this case to cover it. 

2 A. I was given — I was given boxes of documents. 

3 Q. Okay. So you were given — 

4 You were given documents by attorneys. 

5 A. By attorneys. 

6 Q. Okay. What did you do next? 

7 A. I went through documents, every one of those 

8 documents and read them. And it took several months. 

9 And what I actually did was looked in the documents 

10 for any important, significant information on 

11 nicotine pharmacology. I was actually asked to look 

12 at the documents, see if there was significant new 

13 information that had not already been included in the 

14 public literature on the basis of my historical 

15 review, and to give some opinion whether, had that 

16 work been published, it would have made a significant 

17 difference to the — to understanding the 

18 pharmacology of nicotine and how it worked in the 

19 body. 

20 Q. Did the time come when you also looked at the 

21 documents that had been introduced in this case 

22 through the testimony of Dr. Hurt? 

23 A. Right. I was subsequently — 

24 Well I got some other documents on the basis of 
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25 seeing indications in these documents that there were 
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1 other studies, and I asked to see additional studies, 

2 so I requested some other documents in the meantime. 

3 Sometime, I guess in the summer, I got the expert 

4 report, I guess, of Dr. Hurt, and then subsequently 

5 read Dr. Hurt and Dr. Robertson's testimony. I don't 

6 know when they appeared here, but there was a Dr. — 

7 Dr. Hurt and Dr. Channing Robertson appeared, and I 

8 read their expert reports. And they had made 

9 statements in their testimony that the scientific 

10 literature was — I mean the documents indicated that 

11 the tobacco company information on nicotine 

12 pharmacology was well ahead of what was in the 

13 published literature. That was statements in the 

14 testimony. I therefore asked — 

15 MR. CIRESI: Your Honor, excuse me, I'm 

16 going to object to that. There's no foundation for 

17 this witness to characterize the testimony of 

18 somebody else. And it's also not — the testimony 

19 has not been designated in accordance with the court 

20 order. 

21 THE COURT: We're not moving along to 

22 foundation here now, counsel. 

23 BY MR. BERWICK: 

24 Q. Dr. Rowell, based upon your review of those 

25 materials, did you make follow-up requests to review 
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1 additional material? 

2 A. Right. 

3 Q. Okay. Did you make the follow-up requests to 

4 review material? 

5 A. Yes. 

6 Q. And did you in fact review additional material? 

7 A. Yes. 

8 MR. CIRESI: May we have a point in time, 

9 Your Honor? 

10 Q. What point in time was it. Dr. Rowell? 

11 A. Having read the testimonies, I asked to see all 

12 of the documents that Dr. Hurt and Dr. Channing 

13 Robertson had seen — 

14 I had already received some documents from Dr. 

15 Hurt, and on the — after reading the testimony, I 

16 asked to see every document that Dr. Hurt, Dr. 

17 Robertson had seen and had been provided to them. 

18 Q. Okay. Now as an example of the kinds of 

19 documents that you looked at, did you have occasion 

20 to look at documents relating to pharmacology work 

21 conducted by Battelle? 

22 A. Yes. 

23 Q. Okay. Do we have the notebook? 

24 MR. CIRESI: Excuse me. The document was 

25 not identified. Moreover, the last expert disclosure 
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1 from this witness was in December, before Dr. Hurt or 

2 Dr. Robertson testified. 

3 MR. BERNICK: There's been continued 

4 references both by those individuals when they 

5 testified and by others to official documents that 

6 have come up during the course of trial. 

7 MR. CIRESI: Your Honor, we're — we're 

8 dealing here with the testimony of Dr. Rowell, not 

9 representations by Mr. Bernick with regard to other 

10 witnesses. 

11 THE COURT: All right. I guess we should 

12 hear what the witness has to say. 

13 A. What was the question? 

14 Q. Did you have occasion to review, as an example, 

15 pharmacological research conducted by Battelle for 

16 BATCo? 

17 MR. CIRESI: Objection, leading and 

18 suggestive. 

19 THE COURT: Well I'll allow you to answer 

20 that. 

21 A. I did review pharmacological research conducted 

22 by Battelle. 

23 Q. Okay. What kinds of pharmacological research 

24 conducted by Battelle did you look at? 

25 A. There were three basic broad studies, they were 
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1 called HIPPO I, HIPPO II and "Fate of Nicotine in the 

2 Body." 

3 Q. Okay. And what was the subject matter of those 

4 studies in general terms? 

5 A. The pharmacology of nicotine. 

6 Q. Did you make a comparison between what Battelle 

7 had found concerning the pharmacology of nicotine — 

8 This is back in the early 1960s; is that right? 

9 A. Yes. 

10 Q. Okay. 

11 A. 1963. 

12 Q. Did you make a comparison between what it is 

13 that Battelle found regarding the pharmacology of 

14 nicotine and what had appeared in the open published 

15 scientific literature either on or before the date of 

16 the Battelle work? 

17 MR. CIRESI: Objection, there's no 

18 foundation. We don't know what extent of HIPPO I and 

19 HIPPO II that the doctor saw. There's been no 

20 designation of documents. 

21 THE COURT: Okay. I understand that 

22 he's reviewed all three studies? 

23 Q. Is that a fact. Dr. Rowell? 

24 A. That's correct. 

25 Q. Okay. And based upon your review of those 
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1 studies, did you determine whether those studies 

2 contained any new science regarding the pharmacology 

3 of nicotine as compared to what had already been 

4 published in the scientific literature as of that 

5 time? 


http://legacy.library.ucsfiMiLf/tid/cknG5aOG/r>df idustrydocuments.ucsf.edu/docs/xkhd0001 



6 A. Well there was — there was additional 

7 information. My focus was to see whether it would — 

8 there was significant new information that would have 

9 advanced our state of knowledge about nicotine. 

10 Q. And what did you find? 

11 A. I found that there — 

12 The studies that were in those documents — and 

13 one by one I could go through, but that all of the 

14 important information that were outlined in those 

15 studies had already been published in the open 

16 scientific literature and were followed up by the 

17 scientists at the Battelle Institute. 

18 Q. Okay. Was there later on also an appraisal that 

19 had been done at the request of BATCo regarding 

20 Battelle research? 

21 MR. CIRESI: Your Honor, I'm going to 

22 object to the leading nature of this testimony. 

23 THE COURT: Well — 

24 MR. BERWICK: Foundation, Your Honor. I 

25 just want to get him — 
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1 THE COURT: All right. I'll allow it. It 

2 is leading, but I'll allow it. 

3 A. With the Battelle Institute reports, I saw the 

4 subsequent, I guess, time line of what happened to 

5 the Battelle work as far as who reviewed it, I saw 

6 the reviews, and I saw comments on the Battelle work 

7 from outside reviewers. 

8 MR. CIRESI: We want a date for that. Your 

9 Honor, please. 

10 THE COURT: Could we get some time lines, 

11 please? 

12 MR. BERWICK: Yes. 

13 BY MR. BERWICK: 

14 Q. What was the — 

15 What was roughly the date of the Battelle — 

16 excuse me, the Armitage appraisal that was done of 

17 the Battelle work? 

18 A. It was 1963 or 1964. I don't remember. 

19 MR. BERWICK: Okay. And that document, for 

20 the benefit of the court, is already in evidence as 

21 GK000064. 

22 Q. Following the Armitage appraisal, did 

23 Armitage — what did Armitage find regarding the 

24 quality of work that had been done by Battelle 

25 previously? 
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1 A. Dr. Armitage was not very complimentary about 

2 the quality of work that had been conducted by 

3 Battelle, and raised a number of objections to the 

4 findings that had come out of that study. 

5 Q. After the Armitage appraisal, was Dr. Armitage 

6 associated with any research organization? 

7 MR. CIRESI: Your Honor, really what we 

8 have here is leading questions and Mr. Bernick 

9 testifying. We have — 

10 MR. BERNICK: I'll rephrase that question. 
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11 MR. CIRESI: Excuse me, sir. We've had no 

12 previous designation of documents that this gentleman 

13 was going to rely on for this aspect of his 

14 testimony, and now counsel is testifying. 

15 THE COURT: I think we're going to have to 

16 move into non-leading questions at this stage, 

17 counsel. 

18 MR. BERWICK: Okay. 

19 BY MR. BERWICK: 

20 Q. Who was Dr. Armitage? 

21 A. Dr. Armitage is a very well known pharmacologist 

22 in nicotine. He's in England. I think he's with the 

23 University of London or — I don't remember his exact 

24 affiliation, but he's with — a British 

25 pharmacologist. 
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1 Q. Okay. And are you familiar with an organization 

2 called the TRC? 


3 

A. 

Yes. 


4 

Q. 

And what is the TRC? 


5 

A. 

That's The Tobacco Research Council of 

the 

6 

United Kingdom. 


7 

Q. 

Okay. What if any pharmacological work 

was done 

8 

after the Battelle work? 


9 

A. 

After the Battelle work? 


10 

Q. 

After the Battelle work. 


11 

A. 

Urn — 


12 

Q. 

By the TRC. 


13 

A. 

Well there was a lot of pharmacological 

work 

14 

done 

by the TRC after the Battelle work. 


15 

Q. 

Over what period of time did that 


16 

pharmacological work extend? 


17 

A. 

I don't know exactly. I'm — it went a 

long 

18 

time 

. 


19 

Q. 

Okay. Were there publications that resulted 

20 

from 

that work? 


21 

A. 

Oh, yes, there were a lot of publications. 

22 

Q. 

And who sponsored the TRC publications 

regarding 

23 

the ; 

pharmacology of nicotine? 


24 

A. 

What organizations? I think it was the 

— 

25 


The British tobacco companies funded the TRC 
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1 studies, B.A.T, British-American Tobacco, and maybe 

2 others. 

3 Q. The results from the comparison that you did 

4 regarding the in-house or the internal research on 

5 nicotine pharmacology, that comparison was what was 

6 in the outside literature, was there something that 

7 would have made a difference. Did you make that same 

8 comparison regarding other internal documents 

9 concerning the pharmacological effects of nicotine? 

10 A. I made that comparison with every internal 

11 document that I saw on the pharmacological effects of 

12 nicotine. 

13 Q. And did you find — 

14 What did you find concerning whether your 

15 experience on the review of Battelle was 
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representative of your experience on reviewing other 
internal documents relating to nicotine pharmacology? 
MR. CIRESI: Objection, no foundation. 

THE COURT: You can answer that. 

A. I found that there was no instance that I saw 
with any of the subject matters that I looked at 
carefully — compensation, things like that, receptor 
work — that preceded what was already known and 
already published by scientists in the open 
literature. 
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MR. CIRESI: Move to strike the reference 
to "compensation." 

THE COURT: That will be stricken, it's 
certainly non-responsive. 

Q. With regard to the field of nicotine 
pharmacology, just focus — 

A. Okay. 

Q. — on nicotine pharmacology. What, again, was 

the conclusion that you reached, focusing 
specifically on that? 

A. On the nicotine pharmacology, there was no 
significant information that was contained in any of 
the industry documents that I saw that preceded 
information that was already available in the public 
literature and would have made a significant 
difference to our understanding of nicotine 
pharmacology and how nicotine works in the body. 

MR. CIRESI: Your Honor, I'm going to move 
to strike. No foundation for that testimony. 

THE COURT: Well I'll let it — let the 
answer stand. 

MR. BERWICK: I have no further questions. 
Your Honor. 

CROSS-EXAMINATION 


BY MR. CIRESI: 
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Q. Good afternoon, doctor. 

A. Good afternoon. 

MR. CIRESI: Good afternoon, ladies and 

gentlemen. 

(Collective "Good afternoon.") 

Q. Doctor, my name is Mike Ciresi and I'm one of 
the lawyers representing the state of Minnesota and 
Blue Cross and Blue Shield of Minnesota. You and I, 
until this morning, had not had an opportunity to 
meet before; is that right? 

A. That's right. 

Q. I'd like to just visit with you, hopefully 
briefly today, about some of your testimony, and I'd 
like to deal a little bit with your background. 

Now you're not a psychiatrist; are you? 

A. No, I'm not. 

Q. You're not a psychologist. 

A. No, I don't have an advanced degree, the 
terminal degree in psychology. 

Q. You're not licensed to practice as a 
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psychologist. 

A. No. 

Q. And as you said, you're not an M.D.; correct? 

A. That's correct. 

Q. You're not an expert in addiction; correct? 
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A. Well I don't know. That — that would be a 
judgment call. I think I'm very familiar with that 
field and can — 

Q. But you don't practice as a doctor in that 
field; do you? 

A. No. 

Q. You don't treat patients; do you? 

A. No. 

Q. You've never worked in a smoking-cessation 
clinic; have you? 

A. No, I have not. 

Q. Your work has been — and I mean this with 
respect — on rats and mice and animals in the 
laboratory; correct? 

A. That's right. 

Q. And in medical science people rely on certain 
types of tests to take into account in forming 
opinions; correct? 

A. Yes. 

Q. And some of those tests are the type of tests 
that you do; correct? 

A. Yes, that's right. 

Q. And sometimes those tests are inconsistent; 
correct? 

A. Yes. 
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Q. Just like an Ames test; correct? 

A. Yes, I guess. 

Q. And like an inhalation test; correct? 

A. You mean could there be inconsistent studies? 

Q. Yes. 

A. Yes, there could be. 

Q. And the mere fact that there's an inconsistent 
study doesn't mean that you would stop doing those 
types of studies; does it? 

A. That's right. 

Q. You'd keep doing them; wouldn't you? 

A. Yes. 

Q. Because you would expect as a scientist that 
once in a while you might get an inconsistent study; 
isn't that correct? 

A. Well these are hopefully — 

The studies I've seen are peer-reviewed studies. 
So as studies are done, they continue to advance, so 
it wouldn't be so much inconsistent maybe as 
advance — advancement or other information. 

Q. Sure. But you know that different investigators 
under different conditions at different points in 
time can address the same scientific issue and get a 
different answer. 

MR. BERNICK: Your Honor, are we talking 
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1 now about the Ames studies, or the studies that he 

2 relies upon? 

3 THE COURT: Counsel, do you have an 

4 objection? 

5 MR. BERNICK: Yes, I have an objection to 

6 f o rm. 

7 THE COURT: Okay. Rephrase the question. 

8 BY MR. CIRESI: 

9 Q. Sir, generally, in the field of scientific 

10 inquiry, you know that scientists can address the 

11 same issue and get an inconsistent result; correct? 

12 A. I wouldn't characterize it that way. The most 

13 important part of a published article is the methods 

14 section and the results section, not — not the 

15 discussion. If a study is reported well, if they've 

16 put out in the methods what they did and shown the 

17 results, it should be possible for anyone to come 

18 along and reproduce the information that was in that 

19 study. The conclusions that are drawn from the study 

20 may be different, but the results should not be 

21 inconsistent on how they said they did the study and 

22 what the results they got are. 

23 Q. Well the methodology which is undertaken could 

24 be different in a given case because the investigator 

25 may have made an error. 
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1 A. That's — 

2 Q. Correct? 

3 A. That's exactly why the reviewers should say what 

4 you did was not — did not support your conclusions 

5 and therefore we will not accept that paper for 

6 publication. 

7 Q. But the reviewers don't always see the 

8 underlying information; do they, sir? 

9 A. Well if they don't see it, it would be tough for 

10 anybody to see it. But they could miss it, yes. 

11 Q. Right. And all I'm — all I'm pointing out, 

12 doctor, is that in the field of scientific inquiry, 

13 the mere fact that people get an inconsistent result 

14 doesn't mean they should stop utilizing those 

15 scientific tools; correct? 

16 A. Well I still have a little bit of problem with 

17 inconsistent. They — they may get a result that 

18 doesn't support their conclusion, but they should get 

19 whatever they get. 

20 Q. Well did you hear Dr. Appleton testify yesterday 

21 about not-consistent results? 

22 MR. BERNICK: Your Honor, this is now — 

23 Objection to the question. I think it's got an 

24 improper reference to the testimony of a 

25 toxicologist. 
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1 THE COURT: Well I think he can ask about 
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2 the area of inconsistent results. This is an area he 

3 should be pretty familiar with. 

4 A. As far as Dr. — 

5 I saw very small bits and pieces of Dr. 

6 Appleton's testimony, but I don't remember that. 

7 Q. You don't remember that portion. 

8 A. I may not have seen that portion. 

9 Q. Okay. Fair enough. 

10 Now you said that some of your work had been 

11 sponsored by the Tobacco and Health Research 

12 Institute? 

13 A. Correct. 

14 Q. In fact, they had actually funded most of your 

15 work up until about four years ago; is that what you 

16 said? 

17 A. Yeah, five or six years ago. 

18 Q. Five or six years ago. 

19 Was there some event that led to a change in 

20 funding of your work? 

21 A. Really, The Tobacco Institute kind of changed 

22 directions a little bit and wanted to go in — more 

23 into plant genetics. They are interested in seeing 

24 if tobacco plants could be used for some other 

25 purpose rather than cigarettes, and they hired a 
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1 director who shifted the emphasis away from 

2 central-nervous-system pharmacology. I did not apply 

3 for funding — I maybe could have gotten a grant — 

4 but I applied for funding from the National 

5 Institutes of Drug Abuse and have been funded by that 

6 agency. 

7 Q. Were they looking at nicotine enhancement? 

8 A. No. They were — they were looking at using the 

9 tobacco plant as a genetic — kind of a vat for 

10 making — for making chemicals like you would E. Coli 

11 or bacteria that you can produce human hormones and 

12 things in a plant model for human diseases. 

13 Q. And the purpose of the Tobacco and Health 

14 Research Institute is to strengthen the tobacco 

15 industry in Kentucky; correct? 

16 A. I don't know whether that's the purpose. I 

17 don't — 

18 Q. You never ascertained the purpose of your main 

19 funding organization? 

20 A. I don't remember those words. I think it is to 

21 advance knowledge about — which will help the 

22 tobacco — I don't think it — 

23 There's tobacco industry, tobacco farmers 

24 probably. I don't know what the statement is. Maybe 

25 you have something there. 
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1 Q. Do you recall a series of articles that ran in 

2 the Louisville Courier Journal concerning the Tobacco 

3 and Health Research Institute of Kentucky? 

4 A. No, I don't. 

5 Q. The board of directors of the Institute, half of 

6 them are from the tobacco industry or tobacco 
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7 farmers; correct? 

8 A. I don't know that. 

9 Q. Mr. Pepples from Brown & Williamson was a major 

10 member of the board of directors of that 

11 organization; was he not? 

12 A. I don't know who — who the members of the board 

13 are. I'll take your word for it. 

14 Q. Have you ever learned that representatives of 

15 the tobacco industry, the manufacturers, serve on the 

16 board of The Tobacco Institute? 

17 A. No, I'm not familiar with the board. There's a 

18 scientific review committee, a scientific advisory 

19 committee, and I know there are none there that 

20 review the grants because that's where my scientific 

21 proposals go for review. I don't know who — who is 

22 on the board. 

23 Q. Now you have, during the course of your career, 

24 published a number of papers; correct? 

25 A. Yes. 
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1 Q. Sponsored by the CTR, Council for Tobacco 

2 Research; correct? 

3 A. I have never received funding for any studies in 

4 my laboratory from CTR. 

5 Q. Did you publish an article where you were the 

6 lead author with Susan Wonicott, "Evidence for 

7 Functional Activity of Upregulated Nicotine Binding 

8 Sites in Rat Striatal Synaptosomes?" 

9 A. Striatal synaptosomes, yes. 

10 I did a sabbatical in 1989 to the University of 

11 Bath in England, and Susan Wonicott, who was the 

12 director of that laboratory, had and maybe still 

13 receives money from the British TRC, I guess it is. 

14 Q. The article itself acknowledges the 

15 British-American Tobacco Company; correct? 

16 A. B.A.T, right. 

17 Q. Okay. 

18 A. And that was money given to her in her lab, and 

19 I had no control or did not receive the money. But I 

20 was with her. 

21 Q. Okay. 

22 A. I did the work there. 

23 Q. And did you also publish an article together 

24 with Richard Achillo and B. V. Rami Sastry in 

25 Pharmacology, "Effects of Cooling on the Levels of 
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1 Acetylcholine" in 1978 which was funded by The 

2 Council for Tobacco Research? 

3 A. When I was a post-doctoral fellow at Vanderbilt 

4 University, Dr. Sastry, who again ran the lab, was 

5 also receiving, as I understand it — I actually 

6 learned subsequent to that — Council for Tobacco 

7 Research funding. Again, it was not my laboratory 

8 and I didn't receive the money and had no authority 

9 to spend the money. Never saw the money. 

10 Q. Well the way — 

11 The way scientists spend the money that they get 
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12 for research is to do the research; isn't that right? 

13 A. Well the way scientists get the money is to 

14 apply for a grant — or I guess receive the grant 

15 from someplace, which Dr. Sastry must have done. I 

16 was a post-doc right out of graduate school that 

17 worked for him, and I just did research and published 

18 the data, and I was not responsible for purchasing or 

19 spending any money and had no signature authority on 

20 that money. 

21 Q. You read the drafts of the article; did you not? 

22 A. I wrote probably the ones I was first author on, 

23 but I didn't see — 

24 He was the corresponding author on the paper, so 

25 after — I would just send him the introduction and 
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1 the results and discussion. He would put down the 

2 acknowledgments and the — and the — usually the 

3 acknowledgment and who the reprint requests were to 

4 come to. 

5 Q. You get a courtesy-copy reprint; do you not? 

6 A. Oh, yes. 

7 Q. And in there is the acknowledgments of who 

8 funded the program or the research; correct? 

9 A. Yes. 

10 Q. And CTR funded that; correct? 

11 A. Apparently CTR and — among others support 

12 his — the research at Vanderbilt under his 

13 direction, yes. 

14 Q. In fact there were a number of articles that 

15 were published upon which you were the lead author 

16 with Dr. Sastry where The Council for Tobacco 

17 Research funded the research; correct? 

18 A. Yes. But I think he was the corresponding 

19 author on all but maybe one of those articles. In 

20 other words, he was the one where the reprint 

21 requests come from. He was the, like you might say, 

22 the lead author on there. 

23 Q. Do you know — 

24 A. And it was his lab — again, it was his 

25 laboratory, not mine. 
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1 Q. Do you know how many of the articles, the 41 

2 articles I think you've been a part of, were funded 

3 by The Council for Tobacco Research? 

4 MR. BERNICK: Objection, that question 

5 assumes facts not in evidence. 

6 THE COURT: You may answer that. 

7 A. I don't know. I would — 

8 Q. Do you know how many — 

9 A. I know none of — none of the ones that were 

10 done at my laboratory were funded. 

11 Q. Do you know how many of the articles that you 

12 have been an author or co-author on have been funded 

13 by The Council for Tobacco Research and The Tobacco 

14 Institute of Kentucky? 

15 A. Well those two things are totally different. 

16 But the ones in the 1970s with Dr. Sastry at 
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Vanderbilt, there were maybe some Kentucky — I mean 
you — you've pointed out there were — his lab was 
funded by The Council for Tobacco Research. 

At Louisville, the state agency that I've 
explained about the taxation, we get a — they're a 
granting agency, has supported a lot of my work at 
the University of Louisville. 

Q. The overwhelming majority of the articles that 
you have been an author or co-author on have been 
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funded either by The Council for Tobacco Research or 
The Tobacco Institute of Kentucky; correct, sir? 

MR. BERNICK: Objection to the form of the 
question. There's no foundation. 

THE COURT: You may answer that. 

A. As I said, the majority of the articles at my 
lab that — that — money that I applied for were 
Kentucky Tobacco Health and Research Institute money. 
None of those have been Council for Tobacco Research, 
which receives money from the tobacco industry, not 
from taxes on cigarettes. Which is — I see a 
different thing. 

Q. That wasn't my question, though, doctor. 

A. Weil none of them from — 

Q. Let me — 

A. Sorry. 

Q. Let me repeat the question. Maybe you didn't 
understand it. If you don't understand a question 
that I ask you, please tell me. Okay? 

Do you know how many of the total articles that 
you published that have been funded either by The 
Council for Tobacco Research or The Tobacco Institute 
of Kentucky? 

MR. BERNICK: Objection to the form of the 
question. Your Honor. 
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THE COURT: You may answer that question. 

A. No, I don't know. 

Q. Would you agree with me that it is almost all of 
them, funded by one or other of those two groups? 

A. Yes. But it's — 

Q. Thank you. 

A. They're — they're very out of balance there as 
far as the number. Some of them — 

Okay. Yeah. 

Q. And you don't know what role, as I understand 
your testimony, the tobacco industry plays in the 
Tobacco Institute of Kentucky; is that right? 

MR. BERNICK: Objection, Your Honor, he's 
talking about The Tobacco Institute of Kentucky. 
There's no such thing. 

THE COURT: Do you understand the question? 
THE WITNESS: I — I think he's talking 
about the Kentucky Tobacco and Health Research 
Institute, which is a state agency set up by the 
state of Kentucky legislature. 

MR. CIRESI: Right. 
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22 THE WITNESS: Right. It's not — okay. 

23 Q. Do you know what role the industry played in 

24 organizing and setting that up? That's all I've 

25 asked. 
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A. No, I don't. I didn't know that they played any 
role. 

Q. Now one of the studies that you talked about 
this morning dealt with rats. And you deal with rats 
and mice; is that a fair statement? 

A. Yes. 

Q. You don't deal with people; correct? 

A. Well I don't do research on people. 

Q. Now one of them dealt with water being deprived 
to the rats; correct? 

A. The research that I did? 

Q. No, wasn't research you did, it was a study that 
you were relating to with regard to one of the ones 
pointed out by Mr. Bernick. Do you remember? 

A. Yes. The water-deprived experiments. 

Q. Okay. 

A. Microdialysis, right. 

Q. And also they were deprived of eating. 

A. Right. A different study though. 

Q. And one was 18 hours they were — they were 
deprived of water, was that it? 

A. I think so. I could look it up if you're 
interested in numbers. 

Q. So at that point, when they were given water, 
that stimulated a production of dopamine; is that 
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1 correct? 

2 A. That's right. 

3 Q. And the eating study, they were deprived of 

4 eating for 23 hours? 

5 A. I think that's right. 

6 Q. And after they were given some food, that 

7 stimulated a production of dopamine; correct? 

8 A. Well it stimulated an increase in dopamine in 

9 the synapse. 

10 Q. That would be — 

11 A. Yeah. 

12 Q. — expected it, wouldn't it, sir, if they were 

13 deprived of food or water for that period of time? 

14 A. Well I mean it would be expected if you expected 

15 behaviors to be mediated through the dopamine system. 

16 People don't really know that until they do the 

17 experiments, and that's what the point of that study 

18 was simply to show, that behaviors are also mediated 

19 through dopamine release in the nucleus accumbens. 


20 

That 

was the extent of the — 


21 

Q. 

Now the drug effect that 

a particular drug may 

22 

have 

is based on a number of 

factors; is it not? 

23 

A. 

Yes. 


24 

Q. 

The dose; correct? 


25 

A. 

Right. 
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Q. The duration? 

A. Yes. 

Q. The type of delivery? 

A. Yes. 

Q. How repetitive one takes the drug? 

A. Yes. 

Q. Now a cigarette is intended. As ordinarily used 
by a smoker, to be taken repeatedly during the course 
of waking hours; is it not? 

A. I can't speak to the intent. That's normally 
how it's used, yes. 

Q. And it is used much more frequently than is 
cocaine, for example; correct? 

A. Absolutely. 

Q. Much more frequently than heroin; correct? 

A. Exactly. 

Q. Did any of those studies that you pointed to — 
and I think there were only about four or five all 
morning — 

A. Uh-huh. 

Q. — direct a scientific inquiry into the effect 
of the dose repetition? 

A. I doubt it. I'd have to look at the studies, 
but you're probably correct. 

Q. They didn't; did they? 
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A. They didn't. They didn't treat for long periods 
of time. 

Q. And your opinions that you offered here today 
were based on those studies that you talked about 
today; correct? 

A. Well those studies and others. 

Q. Well — 

A. We — those — 

Those studies and other studies that we — that 
we also talked about today, but not just the drinking 
and the — right. 

Q. We're speaking the same ones, sir. Your 
opinions were based solely on the five or six total 
studies that we talked about here this morning; 
right? 

A. In relation — in relation to what? 

Q. In relation to your opinions that you rendered. 
A. Oh, no. My opinions that I rendered are based 
on 20 years of research and study on a lot of 
different studies, and I presented some studies this 
morning — 

Q. The only thing — 

A. — which — 

Q. — that we have to look at are the studies that 
you testified to in court; correct? 
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A. Yeah. But that's why I am participating as an 
expert witness, hopefully, and gave an expert report 
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3 that indicated that my experience, my education, all 

4 the studies that I've done have — lend themselves to 

5 my opinions. 

6 Q. Sir, but all we can look at here in this 

7 courtroom is what you testified to; correct? 

8 A. Well all you could see — 

9 The studies that I showed were all the studies 

10 that I — that I presented, yeah. 

11 Q. Now one of them was a study by Henningfield, and 

12 I believe it was GK487. Do you remember that one? 

13 A. Yes. 

14 Q. Can you tell me what the protocols of that study 

15 were? 

16 A. Nicotine was — there were two — 

17 Well there were a couple things done in that 

18 study. The part that we presented, the bar graph 

19 part, was to give drugs and measure their placebo 

20 effect and drug effect on the basis of a NIDA liking 

21 score. That was the bar graph part. I think Mr. 

22 Bernick put up another graph previous to that where 

23 there was a liking score that Dr. Henningfield used 

24 kind of independently with different drugs by 

25 different routes of administration. 
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1 Q. Do you remember the article was "Pharmacologic 

2 Basis and Treatment of Cigarette Smoking?" 

3 A. Right. 

4 Q. Okay. And we didn't look at all of that 

5 article; did we? 

6 A. Oh, no, we didn't look at every page. 

7 Q. And Dr. Henningfield is a well-recognized expert 


8 

in 

the area; correct? 

9 

A. 


He's an expert in the behavioral component of 

10 

cigarette smoking. He's a psychologist. 

11 

Q. 


And you recognize him as an expert in the area 

12 

do 

you not? 

13 

A. 


Yes. 

14 

Q. 


Reliable authority; correct? 

15 

A. 


Yes. 

16 

Q. 


Can you direct your attention to Exhibit 26252 

17 

A. 


Yes . 

18 

Q. 


Do you have it? 

19 

A. 


Yes. 

20 

Q. 


Doctor, I have to ask you this. I was curious 

21 

when 

the exhibit was going up. Talking about the 

22 

rats, 

remember, and the sex. 

23 

A. 


Yes. 

24 

Q. 


Okay. Canadian rats. And they were — they 

25 

were 

all males; is that right? 
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1 A. I think they were all males. 

2 Q. Is there any reason why you're gender specific 

3 when someone studies rats with regard to that type of 

4 test? 

5 A. Actually, yes. Because in the rats, unlike with 

6 humans, they go into heat every once in a while, and 

7 the females show much less interest in males than 
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8 males show in females during that — most of the 

9 time. So a male only has to see the female rat, be 

10 exposed to her. 

11 Q. Do you know what type of protocols were used in 

12 that study — 

13 A. In that study? 

14 Q. — with regard — 

15 Yes. 

16 A. Yeah. The rats were put in a cage without any 

17 indication that there was a female around. Dopamine 

18 was released — was measured. And then I think the 

19 female was put in. And there was a screen — better 

20 if I looked at the study, but I'm doing this from 

21 memory — there was a screen, and then they saw the 

22 rat and there was more dopamine released, and I think 

23 then the screen was removed and taken away so they 

24 could get together and the dopamine release was 

25 measured all through that period of time. 
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1 Q. Okay. 

2 A. So — 

3 Q. So you had a little rat in one cage and then the 

4 female rat came in the other cage. They saw each 

5 other. 

6 A. Yeah. 

7 Q. Dopamine level went up. 

8 A. Right. 

9 Q. They removed the separation between them and 

10 they got together. 

11 A. Right. 

12 Q. Is that what happened? 

13 A. Of course it was done on more than one animal. 

14 Q. Yeah. 

15 A. But yes. 

16 Q. Exhibit 26252, sir, that's a Henningfield 

17 article. Do you see that? 

18 A. Yes. 

19 Q. You've read that; haven't you? 

20 A. I actually heard the presentation that he made 

21 at that conference, yes. 

22 MR. CIRESI: Your Honor, we'd offer Exhibit 

23 26252 as a learned treatise. 

24 MR. BERNICK: No objection. 

25 THE COURT: Court will receive 26252. 
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1 BY MR. CIRESI: 

2 Q. And the title of this paper is the 

3 "PHARMACOLOGICAL DETERMINANTS OF CIGARETTE SMOKING;" 

4 correct? 

5 A. Yes. 

6 Q. And if you go over to the page that bears the 

7 Bates number two — or I'm sorry, the page number 248 

8 at the top. 

9 A. Yes. 

10 Q. That's the next page, it says "Pharmacological 

11 Effects of Nicotine." Do you see that? 

12 A. Yes. 
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Q. If we go down to the second full paragraph, — 

A. Uh-huh. Right. 

Q. — Dr. Henningfield reports here that "It would 
be naive to attribute the powerful reinforcing 
effects of cigarettes primarily to their taste or the 
sensory effects of nicotine in the mouth and nose. 
Nicotine produces diverse effects throughout the body 
including modifying CNS functions such as EEG," — 

Now CNS is central nervous system; correct? 

A. Correct. 

Q. And what is an EEC? 

A. Electroencephalogram. It's a measure of 
electrical activity in the brain. 
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Q. In the brain; correct? 

A. Uh-huh. 

Q. — "cerebral metabolism," — 

A. Right. 

Q. — "and neurotransmitter levels and altering 
cellular structures that lead to increased expression 
of nicotine receptors." Correct? 

A. Nicotinic receptors. 

Q. Nicotinic receptors. And he cites to a 

reference; correct? 

A. Right. 

Q. And the reference is in the back. It's the 
United States Department of Health and Human 
Services; correct? 

A. Yes. I haven't looked it up yet, but I'm sure 
you're correct. 

Yes, the 1988 Surgeon General's report. 

Q. 1988 Surgeon General's report; correct, sir? 

A. Right, uh-huh. 

Q. Which had how many studies in it? 

A. Oh, many, many studies. I don't know how many. 

Q. Hundreds? 

A. Hundreds. 

Q. Thousands? 

A. Maybe. I don't know how many. Hundreds anyway. 
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Q. By all kinds of scientists; correct? 

A. Right. 

Q. All around the world; correct? 

A. Right. 

Q. Then it goes on to state. Dr. Henningfield 
reports, "The primary mechanism of nicotine's 
reinforcing effects appears to be the activation of 
CNS nicotinic receptors which release dopamine; 
modulation of other transmitter systems such as 
catecholamines are also undoubtedly important and may 
vary within and across individuals." Do you see 
that? 

A. Yes. 

Q. Now does the effect of nicotine on rats, be they 
male or female, vary across rats? 

A. The effect of nicotine on — 

Q. Yes. 
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18 

A. 

— dopamine — 



19 

Q. 

Yes. 



20 

A. 

— from one rat to the next 

— 


21 

Q. 

Yes . 



22 

A. 

— are you talking about? 



23 


Probably very little if you 

stick with 

the same 

24 

species — same strain of rat. 

There would 

be some 

25 

variation just as there would be 

depending 

on the 


STIREWALT & ASSOCIATES 


P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
CROSS-EXAMINATION - PETER ROWELL 

12759 

1 animal, but — that's true. There would be less so 

2 than there would be in a human population, but 

3 there — 

4 Q. Much less variation than with humans; correct, 

5 sir? 

6 A. Right. 

7 Q. Humans have a much greater variation based upon 

8 your reading of the literature; correct? 

9 A. Certainly. 

10 Q. And some people can have a very high impact from 

11 nicotine; correct? 

12 MR. BERNICK: Your Honor, this is precisely 

13 the subject matter that was foreclosed on my direct 

14 examination. 

15 THE COURT: No, I don't think so, counsel. 

16 You may answer that. 

17 Q. This is pharmacologic impact. You understand 

18 that. 

19 A. Yes. 

20 If you're talking about nicotine, I guess it's 

21 possible, although It has not been measured, that 

22 nicotine would have a very profound effect on people. 

23 I'm — I'm sure that in smoking, that's true. 

24 Q. You're sure that in smoking it has a very 

25 profound effect. 
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1 A. Difference in effect. There's a wide 

2 variability in smoking. 

3 Q. Now if we go on to the next page, "The Cigarette 

4 as an Optimal Dosage Form (To Produce Dependence)," 

5 do you see that? 

6 A. Yes. 

7 Q. And that's what we were talking about with 

8 regard to the impact of a drug has a number of 

9 factors involved in that equation; correct? 

10 A. Right. 

11 Q. And here Dr. Henningfield reports, "The 

12 cigarette is an optimal dosage form to establish 

13 dependence. It readily enables the user to 

14 self-administer nicotine doses repeatedly and rapidly 

15 and incorporates a rich confluence of sensory 

16 elements. In essence, the cigarette does for tobacco 

17 what crack did for cocaine. It provides a rapid 

18 onset of effects, producing an arterial bolus that 

19 may be ten times more concentrated than venous 

20 blood." Correct? 

21 A. Well that's correct, that's what it says. 

22 Q. And that's what Dr. Henningfield reported; 
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correct? 

A. Yes. 

Q. And down where it says "Nicotine Reinforcement," 
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do you see that? 

A. Yes. 

Q. Remember, you were talking about food, water and 
the sex — 

A. Right. 

Q. — of the rats? Do you remember that? 

A. Yes, uh-huh. 

Q. Okay. "Unlike food, water and sex, there 
appears — there appear to be no biologically 
reinforcing or basic needs fulfilled by smoking other 
than nicotine's ability to trigger brain reward 
mechanisms. Nor does the taste of cigarettes 
substitute for intrinsically reinforcing tastes such 
as sweet or salty. Use is sustained without food 
deprivation," — 

Remember we were talking about the deprivation 
of the little rats from water and food? 

A. Yeah. That's totally different here, but we — 
we did discuss that. 

Q. — "although food deprivation does appear to 
enhance nicotine's reinforcing effects as is true 
with cocaine, alcohol and opioids." 

A. Right. 

Q. "Self-administration also varies as a function 
of factors such as dose and the schedule under which 
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nicotine is available." Correct? 

A. Uh-huh. 

Q. Then you go down and talk about tolerance; 
correct? 

A. Right. 

Q. Just like you looked at the pharmacological 
effect of tolerance on the rats; correct? 

A. Well yes. I might — 

Q. And — 

A. Okay. 

Q. — here it states, as reported by Dr. 

Henningfield, "Nicotine tolerance appears to be 
substantially acquired during youth as smokers 
progress from a few to many cigarettes to obtain the 
same effects." Do you see that? 

A. Right. 

MR. BERNICK: Object, Your Honor, again. 
This now exceeds the scope of what was permitted on 
direct examination. We're now into human tolerance. 

MR. CIRESI: Your Honor, we're talking 
about the pharmacological effects and the amount of 
daily dose. 

MR. BERNICK: Right. This goes beyond. 

This talks about time and course and human behavior. 

I would be prepared to get into it, but I — 
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1 THE COURT: I don't think he's qualified on 

2 human behavior, counsel. 

3 BY MR. CIRESI: 

4 Q. Are you qualified on the physiological 

5 dependence of nicotine? 

6 A. Yes. 

7 Q. Couid you turn to the next page. 

8 A. But I haven't had a chance to comment on any of 

9 these statements you've read, but — so I'm just — 

10 I'm agreeing that you read them correctly. 

11 Q. Well this is Dr. Henningfield, doctor? 

12 A. Dr. Henningfield and Dr. Heishman and Dr. Schuh. 

13 Dr. Heishman actually went to the University of 

14 Louisville. They were all three psychologists. And 

15 I was told, being a pharmacologist, I couldn't 

16 comment on psychology. This document is called the 

17 "PHARMACOLOGICAL DETERMINANTS OF CIGARETTE SMOKING" 

18 by three psychologists, and I have some disagreements 

19 with their pharmacological interpretation. 

20 Q. Well — 

21 A. That's — 

22 Q. — you're out of the mainstream, basically, with 

23 regard to your opinion on nicotine and addiction; 

24 aren't you, sir? 

25 A. No, I don't think so. I don't think you've 
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1 asked me what my opinions are on nicotine and 

2 addiction, so I — 

3 Q. Have you ever said that you're out of the 

4 mainstream? 

5 A. It depends upon what the question is. With — 

6 with regard to nicotine and addiction? 

7 Q. Correct. 

8 A. If you use "addiction" as severe dependence like 

9 this — is from this article, that it's a very severe 

10 dependence, I don't think I'm out of the mainstream. 

11 If you talk about addiction as any degree of 

12 dependence, I think I agree with you, it has 

13 dependence potential, and if those words are 

14 synonymous, then nicotine has addicting potential. 

15 Q. And here Dr. Henningfield and the others are 

16 talking about the pharmacological effects and the 

17 powerful reinforcing effects of cigarettes; aren't 

18 they? 

19 A. They're talking about the reinforcing effects of 

20 cigarette smoking, yes. 

21 Q. The powerful reinforcing effects; correct? 

22 A. Yes, that's what they're talking about. 

23 Q. And they're talking about physiological 

24 dependence as a result of the drug nicotine; correct? 

25 A. Right. Now they're talking about pharmacology, 
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1 right. 

2 Q. And as a result of nicotine; correct, sir? 

3 A. Weli they're discussing it. This is not a 
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4 scientific article with data in it, but they're 

5 voicing their opinions on the pharmacological 

6 determinants of cigarette smoking. These three 

7 psychologists are doing this, yes. 


8 

Q. 

Is the 1988 Surgeon General's report a 

9 

scientific document? 

10 

A. 

Yes, 

it is . 

11 

Q. 

And 

does it relate to scientific literature? 

12 

A. 

Oh, 

yes. 

13 

Q. 

And 

are there pharmacologists who contributed to 

14 

that? 


15 

A. 

Yes . 


16 

Q. 

Are 

there toxicologists who contributed to that? 

17 

A. 

Yes . 


18 

Q. 

Are 

there psychologists who contributed to that? 

19 

A. 

Yes . 


20 

Q. 

Are 

there psychiatrists who contributed to that? 

21 

A. 

Yes . 


22 

Q. 

Are 

there medical doctors who contributed to 

23 

that? 


24 

A. 

Yes . 


25 

Q. 

And 

are there doctors who actually treated human 
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1 beings for nicotine dependence and addiction who 

2 contributed to the 1988 Surgeon General's report? 

3 A. Doctors or scientists? 

4 Q. Doctors. 

5 A. They're doctors that treat patients, yes. 

6 Q. Can you direct your attention to — 

7 Well let me ask you this. You reviewed, you 

8 said, some of the defendants' documents; correct? 

9 A. Oh, the — yes, the documents that — that — 

10 company documents that were — 

11 Q. Yes. 

12 A. Yes. 

13 Q. You reviewed — 

14 A. I reviewed all of them. 

15 Q. — documents — 

16 Did you review documents that related to 

17 nicotine and addiction? 

18 A. Yes. That related to that subject area, yes. 

19 Q. Can you direct your attention to Exhibit 23 — 

20 or excuse me, 24391. 

21 A. Okay. 

22 Q. This is a document dated December 1, 1982. 

23 A. Right. 

24 Q. To Dr. TG. R. DiMarco, the "Nordine Study." Do 

25 you see that? 
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1 A. Right. 

2 Q. Have you reviewed this document? 

3 A. Yes. 

4 Q. When did you first review it? 

5 A. I believe this came in the original group of 

6 documents that I saw. I'm not positive. So I don't 

7 know exactly the date. 

8 Q. Long time ago. 
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9 

A. 

But I've 

also reviewed 

it just recently, too, — 

10 

Q. 

Okay. 




11 

A. 

— again. 




12 


MR. 

CIRESI: 

Your 

Honor, we'd offer Exhibit 

13 

24391. 




14 


MR. 

BERNICK: 

: No 

objection. 

15 


THE 

COURT: 

Court 

will receive 24391. 

16 

BY 

MR. CIRESI: 





17 Q. This is an RJR document and it's from Dr. Teague 

18 to Mr. DiMarco. Do you see that, sir? 

19 A. Yes. 

20 Q. And is this one of the documents that you 

21 originally asked for, or was it provided to you? 

22 A. I don't remember. I don't think I asked for 

23 this one unless — I don't think I asked for it. 

24 Q. And in reading pharmacologic materials, have you 

25 learned that most of those who smoke for any 
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1 significant time would like to stop? 

2 A. Yes. That's — 

3 Q. And in reading the defendants' documents, did 

4 you find that out? 

5 A. I didn't find it out from any science there. 

6 They were — they were saying the same things on 

7 basis of surveys that had been done in the 

8 literature. Yes, I agree with that, — 

9 Q. Okay. 

10 A. — most people who smoke would like to stop. 

11 Q. Did you see any — 

12 MR. BERNICK: Excuse me. I'm going to 

13 object. Your Honor, to that particular line of 

14 questioning on the ground that, once again, it 

15 exceeds the scope, and it gets into an area that was 

16 foreclosed to us. We'd be happy to pursue it, but 

17 right now it's exceeding the scope. 

18 THE COURT: All right. Well — 

19 BY MR. CIRESI: 

20 Q. Did you see any pharmacological data in the 

21 company files which supported their statements in 

22 that regard? 

23 A. Well I don't — I don't think that's 

24 pharmacological data by my definition, of whether 

25 people say they want to smoke or not. As far as 
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1 research study, I don't remember a research study 

2 with a results and data and discussion section 

3 related to that, but — 

4 Q. So you saw no internal company documents 

5 provided to you that dealt with the pharmacological 

6 effects of nicotine as it related to people wanting 

7 to quit smoking; is that fair? 

8 A. I saw — 

9 No. I saw a lot of company documents that 

10 discussed that subject, but I — I'm talking about 

11 as — 

12 My focus was research documents that would have 

13 provided significant new information in science on 
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14 the pharmacology of nicotine, and I didn't — didn't 

15 see any there. But I saw discussions of that subject 

16 many times. 


17 

Q. 

That' s 

what I'm trying to get 

at, 

doctor 

18 

A. 

Yes . 




19 

Q. 

But we 

weren't — we weren't 

given 

any 

20 

designation 

of documents that you 

were 

going 


21 in your testimony. All right? 

22 A. Yes. I saw — 

23 MR. BERNICK: Object to the statement of 

24 counsel. It's not testimony in this courtroom. 

25 THE COURT: Okay. 
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1 MR. CIRESI: I'll rephrase it. Your Honor. 

2 BY MR. CIRESI: 

3 Q. I want you to assume — 

4 A. Uh-huh. 

5 Q. — that we were not provided any designation of 

6 company documents that you would use in your 

7 testimony. Can you make that assumption? 

8 MR. BERNICK: Objection, Your Honor, that 

9 is false. 

10 MR. CIRESI: It's not false. 

11 THE COURT: You may answer that question. 

12 Well you can finish the question, I guess, counsel. 

13 Q. Can you assume that, sir? 

14 A. I guess the question is could I assume that, and 

15 yes, the answer is I could assume it. 

16 Q. What I'm trying to get at is what documents you 

17 looked at that related to pharmacologic effects of 

18 nicotine. All right? 

19 A. Yeah. 

20 Q. That's what I'm trying to get at. 

21 A. I guess it depends upon how you'd define it. 

22 For example, would you consider this document a 

23 pharmacological effect of nicotine that you just 

24 showed me? I would not. There's no science there. 

25 Q. Okay. Then you've answered my question. So you 
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1 would not consider this such a document; — 

2 A. I would not — 

3 Q. — correct? 

4 A. — consider this document a pharmacological 

5 study on nicotine. 

6 Q. Okay. Would you consider the Surgeon General's 

7 report to include pharmacological information 

8 regarding nicotine? 

9 A. There is, yes, a vast amount of pharmacological 

10 information gleaned from the scientific literature on 

11 the pharmacology of nicotine. There's several 

12 chapters right on that point. 

13 Q. Is the data itself set forth, or just references 

14 to the data? 

15 A. No, there was some data set forth, pulled from 

16 the published literature, right. 

17 Q. Is it fair, then, to state that in your limited 

18 field of expertise, you only read parts of the 
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19 Surgeon General report, or did you read it all? 

20 A. Well I have read almost all of the Surgeon 

21 General report. I received it when it first came out 

22 in 1988, so I've had it for about 10 years in my lab, 

23 and I have off and on referred to it and have read 

24 large parts of it. But there are sections that are 

25 certainly more in my line of information, my line of 
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1 expertise, which I don't think is as limited as 

2 you're indicating it is. 

3 Q. I don't mean to imply any disrespect to your 

4 science, sir, and I want you to know that. I'm not 

5 suggesting that at all. What I'm trying to get at is 

6 what is the basis of your expertise that you're 

7 talking to. All right? 

8 A. Well I'm — 

9 Q. Now with regard to the Surgeon General's report, 

10 is it a fair statement that you've never read the 

11 entire report from cover to cover? 

12 A. In one sitting I'm sure I've never read it from 

13 cover to cover. I don't know that it's a fair 

14 assessment to say that I have not read it. I've read 

15 the majority of it. 

16 Q. Okay. So — 

17 But it's fair also to state that you haven't 

18 read all of it; correct? That you can recall. 

19 A. I couldn't tell you right here that I've read 

20 every word, but that could be the case. I don't 

21 really read it all at once, I look at different 

22 things. 

23 Q. And is it also fair to say that you probably, 

24 when first looking at it, went to those areas that 

25 are in pharmacology? 
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1 A. Yeah, I read the summary at the beginning, saw 

2 what the summary of the conclusion was, and I turned 

3 to the part on — which is kind of in the middle of 

4 the Surgeon General's report, the pharmacology of 

5 nicotine, and I have read that many times and 

6 referred to it. 

7 Q. Now have you read the 1994 Surgeon General's 

8 report? 


9 

A. 

What' s — 


10 


The subject of that is — 


11 

Q. 

Do you know what it is? 


12 

A. 

No. There — 


13 


They come out every year, pretty much, with a 

14 

different subject. 


15 

Q. 

Do you know if you've read the 

: 1994 Surgeon 

16 

General's report? 


17 

A. 

I don't know until I find out 

which one it is. 

18 

Q. 

It was the very last one that 

came out. 

19 

A. 

I don't know. 


20 

Q. 

"Preventing Tobacco Use Among 

Young People." 

21 

A. 

I've read some of that, yes. 


22 

Q. 

You've read some of it? 


23 

A. 

That one I have not read the whole thing, right 
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25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


Q. What parts of that did you read? 

A. If I had it here I could probably tell you. I 
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don't from memory know. I think that was actually 
designated. 

MR. CIRESI: May I — may I approach. Your 

Honor? 


THE COURT: Yes. 

Q. It's Exhibit 3824, sir, and I'll just hand it to 
you. 

A. Okay. I have read the entire introduction 
before, and I have read — oh, let's see — 

Q. The foreward you're talking about? 

A. The introduction starting on page five. 

Q. Is that Roman numeral v or page five? 

A. Page five. 

Q. Okay. 

A. Introduction. It goes through the major 
conclusions. The summary. Got it? 

Q. So you went from five through 11; right? 

A. Five, I know I've read that, and then I've read 
other parts of it. But, you know, this is — I've 
read parts of Chapter 4, "Psychosocial Risk Factors." 
I haven't read anything about the advertising or the 
epidemiology. I don't think I've read probably much 
of that. And I've read some of Chapter 6, "Efforts 
to Prevent Tobacco Use Among Young People." So 
really four and six and — and the introduction part. 
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Q. Four and six. 

A. Chapter 4, yes. 

Q. And part of the — 

And the introduction part; is that right? 

A. Right. Right. 

Q. And that's all. 

A. Well that's a lot of it. I think — I think 
it's a major part of it, yeah. But — 

Q. When's the last time you read it? 

A. I reviewed part of that just — I — 

If this is — was designated, and I think it 
was, a few days ago in the box that I got. I don't 
understand what things happen in law, I can't 
remember what you call those things, but designated 
for my — 

Q. We designated documents we might use with you; 
correct, sir? 

A. And I think this was in there, so I went through 
every document that was in there, and so that's the 
last time I read it, would be the day before 
yesterday. 

Q. And prior to that, when was the last time you 
read it? 

A. The parts that I've referred to, it's been a 
while. Probably couple of years. 
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1 

2 

3 

4 

5 

6 

7 
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Q. Back when it came out? 

A. Probably. 

Q. When's the last time you read the 1964 Surgeon 
General's report? 

A. Well again that was designated, so I reviewed it 
just a few days ago. I think that was designated. 
Yeah. 

Q. And before that time when did you last read it? 
A. Well I look at that one more often. Probably 
within a month, maybe month ago. 

Q. Have you ever read the 1981 Surgeon General's 
report? 

A. Yes. 

Q. Okay. When's the last time you read that? 

A. Well again, I think that was designated, "THE 
CHANGING CIGARETTE." I read — I've read that just a 
couple days ago. And then — 

Q. Had you ever read it before that, sir? 

A. Yes. I have that in my — 

I mean I get the Surgeon General's reports, and 
I have them in my lab and I refer to them readily. I 
can't say the dates. 

Q. Now is it fair to state when you get them you 
read primarily those parts that relate to your field, 
to pharmacology? 
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A. Those, and ones that just happen to interest me. 
I have outside interests about smoking. I mean it's 
my focus of research. 

Q. I understand that. 

A. Yeah. Yeah. My research — 

Q. Is it fair — 

A. — and my interests. 

Q. — to state, though, that the first priority is 
the area that you do research in, and that's 
pharmacology? 

A. Well I don't know. I — they're kind of equal. 

I — I take an interest in how it relates to my 
research as well, and you get that from some of the 
other parts. 

Q. Now the last opinion that you gave today related 
to the Rose and Westman and Femm — excuse me, I 
think it was just Rose and Westman articles; correct? 
A. Right. Rose was the last author, the senior 
author. 

Q. So he wasn't the primary author then. 

A. Yes, he was the primary. 

Q. He was. 

A. He wasn't the first author but he was the 
primary. It's kind of funny in science, sometimes 
the most important author is the last author. He — 
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he's in charge of that lab, and everybody would know 
it's a Jed Rose study. 

Q. So your understanding is he actually did that 
study; right? 
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A. I don't know that he actually was there with 
the — 

He probably had technicians doing it. But he's 
the senior investigator on that study. 

Q. That doesn't mean that he was the one who 
actually did the work; does it? 

A. I don't know. 

Q. You don't know who — 

A. It doesn't mean — 

Q. You don't know who did the work on that study; 
do you? 

A. It could be a technician that's not even on the 
paper. 

Q. So it could have been, as you said, a technician 
that doesn't even appear on the paper. 

A. That's the way a lot of these studies are done. 
Surgeon General's reports, all these studies. 

Q. Now the one that you talked about this morning 
stated that there was no significant euphoria 
associated with nicotine infusions; correct? 

A. Right. 
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Q. And how did the infusion take place, sir? 

A. That was intravenous nicotine. 

Q. That wasn't through inhalation; was it? 

A. No. 

Q. Then it went on to state that the combination of 
intravenous nicotine and smoking a denicotinized 
cigarette produced effects similar to those of 
smoking a high nicotine effect — or cigarette; 
correct? 

A. Could you repeat that? 

Q. Sure. 

A. I think that's correct, yeah. 

Q. The combination of intravenous nicotine and 
smoking a denicotinized cigarette produced effects 
similar to those of smoking a high nicotine 
cigarette; correct? 

A. Well the regular cigarette, yeah. 

Q. Okay. What was the nicotine delivery of the 
ordinary or normal cigarette that you just said? 

A. Inhalation. 

Q. It was — 

A. Ordinary inhalation. 

Q. It was through inhalation; correct? 

A. Right. 

Q. Now how much nicotine was in that cigarette? 
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A. It was their regular cigarette, so I really 
don't know. 

Q. You don't even know the nicotine delivery of 
that cigarette; do you? 

A. No. They measured the nicotine blood levels as 
a result of the cigarette. 

Q. Do you know what level of nicotine was in the 
denicotinized cigarette? 

A. No, but it was — 
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It's very low. 

Q. Now in order to know exactly what response a 
drug might give, you said one of the things you have 
to know is the dose; correct? 

A. Correct. 

Q. But you don't know what the dose was in the Rose 
study; do you, sir? 

A. Not on the cigarette part. I know what it was 
on the intravenous part because that — that you can 
control. Even had I known what the nicotine in the 
cigarette was, I wouldn't have known what the dose 
was. 

Q. And the infusions intravenously were delivered 
90 minutes apart; correct? 

A. I don't remember. That could be right, yeah. 

Q. Well it would be important to know what the 
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frequency of the drug was; correct? 

A. Yes. 

Q. Now you don't know what the dose was and you're 
not sure what the frequency was. 

A. Well I said I knew what the dose was on the 
intravenous infusion, and I also know from reading 
the study what the blood levels were, which is what I 
think is the most important, because — well — 

Q. And what Dr. Rose said based upon what the 
technicians did in that case was that it was not 
known how the arterial levels of nicotine compare 
with those produced by pulmonary delivery of 
nicotine; correct? 

A. At that time that was not known. 

Q. This is in the second study; isn't it, sir? 

A. Right. 

Q. Okay. And the pulmonary delivery of nicotine 
would be analogous to what one gets when smoking; 
correct? 

A. That's right. He — 

Q. Through inhalation; correct? 

A. Yes. But they are — they are the same, I can 
tell you that. 

Q. Well what Dr. Rose said in the one study that 
you relied on for the last part of your opinion was 
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that it is not known how the arterial levels of 
nicotine compare with those produced by pulmonary 
delivery; is that right? 

A. That's right. And — 

Q. Isn't that what he said? 

A. That's what he said at that time. 

Q. And that was the only study that you came in and 
testified and relied upon for your opinion; correct, 
sir? 

A. Yes. But he has done that same study — 

Q. Excuse me, sir. 

A. — and made — all right. 

Q. That is the only study that you relied on; 
correct? 
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A. That is not the only study I've relied on for my 
opinion. 

Q. In court here, that's the only study that you 
directed us to that you relied on for your opinion; 
correct? 

A. That's the only — that's the only study I 
presented, but it's not the only one I relied on. 

Q. And of course in order for us to be able to 
examine and for the jury and court to know what the 
protocols and methods are, we'd have to see what the 
actual studies are; correct? 
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A. Yes. 

Q. Just like in Dr. Rose's, where we know that his 
study indicated, that it was not known how the 
arterial levels of nicotine compare with those 
produced by the pulmonary delivery of nicotine; 
correct? 

A. At that time he did not know that, yes. 

Q. And you talked about smoking cessation; did you 

not? 

A. Yes. 

Q. Can you direct your attention to — 

THE COURT: Counsel, I think we should 
maybe take a short recess. 

THE CLERK: Court stands in recess. 

(Recess taken.) 

THE CLERK: All rise. Court is again in 

session. 

(Jury enters the courtroom.) 

THE CLERK: Please be seated. 

THE COURT: Counsel. 

MR. CIRESI: Thank you. Your Honor. 

BY MR. CIRESI: 

Q. Doctor, you recall that after the noon recess 
you came back with the other Rose article; correct? 

A. Right. 
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Q. And that was GSP000075. 

A. Yes. 

Q. Do you have that, sir? 

A. Yes. 

Q. And I'm wondering if I can borrow yours so that 
we can put it on the overhead, since I just received 
it this afternoon. All right? 

MR. CIRESI: May I approach. Your Honor? 

THE COURT: Why don't you take mine. 

MR. CIRESI: Oh, all right. 

(Document handed to Mr. Ciresi.) 

MR. CIRESI: Thank you. Your Honor. 

BY MR. CIRESI: 

Q. Now if you go to the left-hand column in the 
first page there, do you see at the top it starts 
"Smoking is currently understood as a drug addiction 
to nicotine." Correct? 

A. That's what it says, yes. 

Q. "However, nicotine replacement therapy alone for 
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smoking cessation is only partially successful." 
Correct? 

A. Right. 

Q. Now what Dr. Rose and the other investigators in 
this case were trying to do was to come up with a 
way, based on a hypothesis, that might help to enable 
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people to quit the addiction; isn't that right? 

A. Well to — yeah, to — 

Q. They were looking for something that may be 
useful for smoking cessation; correct? 

A. Right. 

Q. And then if you go down in the left-hand column, 
it says, "The low success rates with nicotine 
replacement alone may be due to the lack of adequate 
attention to the sensory and motor components of 
smoking." Correct? 

A. Right. 

Q. "These sensory and motor components are then 
linked to the primary reinforcing drug: nicotine. 
From the smoker's perspective, these sensory and 
motor cues" — 

Now that — what do they mean by "cues?" 

A. The cue would be something that has been 
associated over a long period of time with the 
smoking behavior. So as smoking continues, they get 
sensory cues, motor cues, environmental cues, that 
they begin to associate with smoking. So these are 
the — 

Q. It's a cue that may trigger a reflex in the — 
in the brain? 

A. Yes. 
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Q. It's like Pavlov's dog sort of analogy. 

A. Yeah, except this would be operant conditioning 
where you actually are doing something. 

Q. Exactly. 

Okay. "From the smoker's perspective, these 
sensory and motor cues may be equally as reinforcing 
as nicotine." So in other words, they didn't know if 
they were or not, they were just wondering so that 
they could find some way to get people away from the 
addiction. That's what they were looking at; 
correct? 

A. They were trying to get people away from the 
smoking behavior. 

Q. And — 

Well what they said is smoking is currently 
understood as a drug addiction to nicotine; correct? 
A. Well not everyone agrees with that. 

Q. That's what these investigators said that you 
put into evidence here; correct, sir? 

A. Yes. 

Q. Thank you. 

"In previous studies from our laboratory using 
airway anesthesia to block airway sensations, smoking 
was less enjoyable, and by inference less 
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airway sensation of smoking;" correct? 

A. Correct. 

Q. All right. Now they then conducted this test 
which have you described and which we've gone over 
already; — 

A. Yes. 

Q. — correct? 

And there were a couple differences from that 
later one that we talked about this morning; right? 

A. Right, uh-huh. 

Q. And as I understood, what you said was one of 
the differences was that there was not enough 
nicotine in the earlier study to reach appropriate 
blood levels; correct? 

A. Right. 

Q. And that would be blood levels that would be 
equal to the amounts obtained by one who was actually 
smoking; correct? 

A. Right. It's on Table 1. 

Q. All right. And the other one was that there was 
no saline infusion in the control? 

A. In the non-smoking group. 

Q. In the non-smoking group. 

A. Correct. 

Q. So those are the two differences as you see them 
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in these studies. 

A. Right. 

Q. And this is really related to smoking cessation; 
correct? 

A. Yes. That's what the laboratory works on 
primarily. 

Q. And can you direct your attention, then, to 
Exhibit 13 — or 12392. 

A. Okay. 

Q. This is a BATCo document dated April 7th, 1991, 
a note to Mr. B. D. Bramley from Linda Rudge with a 
carbon copy to Alan Heard, a senior research 
executive. I'll represent that to you. 

A. Okay. 

Q. And RET, which was Richard E. Thornton, a 
scientific advisor of B.A.T. Company Ltd. Do you see 
that, sir? 

A. Yes. It's actually August 7th, but — 

Q. Okay. I'm sorry, August 7th. 

A. Right. 

Q. Now have you seen this before? 

A. Yes. 

Q. Okay. When is the first time you saw it? 

A. I don't know whether I'd seen that before the 

designation or not. I certainly saw it a couple days 
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ago. 

Q. Couple days ago? 

A. I don't know whether that was the first time. I 
saw it a couple days ago. 

Q. Now this also deals with smoking cessation; 
correct? 

A. Well two paragraphs, but that's what it deals 
with. 

Q. And in the second paragraph it states, "Overall, 
most methods have achieved, at best, only moderate 
success because they cannot imitate the unique 
property of inhaled cigarette, the delivery of 
unchanged nicotine to the brain occurring a few 
seconds after taking a puff." Correct? 

A. That's what it says. 

Q. And that's through the pulmonary route; correct? 
A. Yes. 

Q. Not through the arterial route, correct? 

A. Yes. 

Q. Now if you go to Exhibit 12390 — it's the one 
right before that, sir. 

A. Okay. 

Q. That's another B.A.T. Company document. 

A. Right. 

Q. Do you see that? 
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A. Yes. 

Q. And have you seen this document before? 

A. Yes, I have. 

Q. Okay. When's the first time you saw this? 

A. This one I had seen before, probably sometime in 
1997, and then I saw it again two days ago. 

Q. Now this relates to smoking-cessation issues 
also; correct? 

A. Well it — not — not directly. It's assessing 
the transdermal nicotine disadvantages/advantages, 
gum, different nicotine deliveries. 

Q. And it's talking about the pharmacodynamics of 
nicotine; correct? 

A. Yes, it is. 

Q. Okay. And if we look at subparagraph b) on page 
one, the question is posed by the BATCo scientist 
whether, "If so, does it represent a significant 
threat to the tobacco industry?" Do you see that? 

A. Right. 

Q. And they report, "Apart from the fact that these 
products are used in therapy to break the smoking 
habit and even when thus applied have so far not 
achieved any significant success rate - no!" 

A. Right. 

Q. "As the pharmacodynamics of nicotine absorption 
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vary widely compared with smoking, e.g. a far longer 
time taken for absorption through the skin, far 
longer times needed to transport the nicotine to the 
central nervous system and thus to form a nicotine 
plateau, the rapidly achieved stimulating or soothing 
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6 effect of nicotine which the smoker wants cannot be 

7 achieved. Such a product can thus not be a 

8 substitute for nicotine." 

9 And you'll see that, on the next page. Dr. 

10 Kausch was the author of that document. See that? 

11 A. Yes. 

12 Q. Now if you go on to the Bates number that bears 

13 the number 828, if you could — it's part of the same 

14 document. Do you see it, sir? 

15 A. Yes. 

16 Q. And here it states, "In their pharmacological 

17 effects" — and I'm right below number two. I'm 

18 sorry. See down there, "In their pharmacological 

19 effects...?" 

20 A. Yes. 

21 Q. — "both forms of application" — 

22 And there they're talking about chewing gum or 

23 nicotine plasters; correct? 

24 A. Right. 

25 Q. And you know what a plaster is? 
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1 

A. 

Yes . 



2 

Q. 

It's a nicotine 

patch; 

correct? 

3 

A. 

Right. 



4 

Q. 

All right. "In 

their 

pharmacological effects. 


5 both forms of application differed quite clearly from 

6 nicotine intake via smoking. Nicotine intake is slow 

7 and continuous - with chewing gum containing nicotine 

8 over a period of approximately 20 to 30 minutes" — 

9 Do you see that? 

10 A. Sure. Yes. 

11 Q. And then it goes on to state how long the 

12 plateau is reached. Do you see that, sir? 

13 A. Uh-huh, right. 

14 Q. And then it talks about smoking. "In contrast 

15 to this, smoking induces very rapid nicotine intake 

16 which means that maximum concentrations in the blood 

17 are achieved within 10 minutes and then subside again 

18 quickly." Do you see that? 

19 A. Right. 

20 Q. "The slow increase in nicotine concentration and 

21 the longer period in which it remains high mean that 

22 the nicotine receptors in the central nervous system 

23 adopt/are blocked; this in turn means that the 

24 stimulating effects achieved by smoking cannot be 

25 achieved with those products. On the other hand, the 
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1 almost constantly high nicotine level suppresses 

2 withdrawal symptoms." 

3 See that? 

4 A. I see that. 

5 Q. Now if you go back to the literature that they 

6 cite with regard to these smoking cessation issues 

7 and the difference of nicotine having its 

8 pharmacological effect — 

9 A. Uh-huh. 

10 Q. — in terms of how fast it gets to the brain. 
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11 

they 

cite Dr. Rose; don't they? 


12 

A. 

I don't see that, but I — 


13 


In this one we just had? 


14 

Q. 

Yeah. 


15 

A. 

828 . 


16 

Q. 

Go to page 831. 


17 

A. 

Oh, 831, yeah. 


18 

Q. 

Number two. Rose. 


19 

A. 

Right. That's number two, and that 

was cited 

20 

earlier. Right. 


21 

Q. 

Right. "The Clinical Management of 

Nicotine 

22 

Dependence;" correct? 


23 

A. 

Yes . 


24 

Q. 

And they also cite Dr. Benowitz, and you've 

25 

heard of him. 




STIREWALT & ASSOCIATES 



P.O. 

BOX 18188, MINNEAPOLIS, MN 55408 I- 

800-553-1953 



CROSS-EXAMINATION - PETER ROWELL 




12794 

1 

A. 

Yes . 


2 

Q. 

And they also cite Dr. Hurt; correct? 

3 

A. 

Yes . 


4 

Q. 

And you've obviously heard of him. 


5 

A. 

Yes. 


6 

Q. 

Now what these types of studies — 


7 


The study that you referenced today 

for this 

8 

third prong of your opinion, — 


9 

A. 

Uh-huh. 


10 

Q. 

— the two forms, it was looking at 

smoking 


11 cessation, a very specific issue of scientific 

12 inquiry; wasn't it, sir? 

13 A. It was simply looking at — it really — 

14 It was directed broadly to smoking cessation, 

15 but that's not what it was looking at. 

16 Q. Well — 

17 A. They didn't have anything on smoking cessation 

18 in there. That was — that was what the interest of 

19 that laboratory is. But they were simply looking at 

20 scores from intravenous nicotine and — and smoking a 

21 denicotinized cigarette. That's what it said. 

22 Q. The scientific purpose of wondering whether 

23 replacement of the sensory cues of smoking with 

24 airway sensory replacement may be useful for smoking 

25 cessation. 
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1 A. May be, yes. But they didn't study smoking 

2 cessation. 

3 Q. That's what Dr. Rose and whatever technicians 

4 were working with him were looking at; correct? 

5 A. That — that was the — 

6 That's what it was directed at in the final 

7 analysis, yes. 

8 Q. Now you testified that you looked at Brown & 

9 Williamson documents; correct? 

10 A. Yes. 

11 Q. And you didn't provide one single document here 

12 today; did you? 

13 A. I haven't been asked to provide any documents. 

14 I've — 

15 Q. Now you have read the JAMA article in 1995 
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16 regarding whether or not the Brown & Williamson 

17 information disclosed information that was more 

18 advanced and sophisticated than studies that had been 

19 conducted by the medical community; have you not? 

20 A. Yeah. There were a series of articles in that 

21 JAMA magazine. I've read them all. 

22 MR. CIRESI: Your Honor, may I approach? 

23 (Folder handed to the witness.) 

24 Q. Now in 1995, the July 19th issue of the Journal 

25 of the American Medical Association, — 
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1 A. Right. 

2 Q. — there was an article regarding the Brown & 

3 Williamson documents; correct? 

4 A. Yes. 

5 Q. And you read that; correct? 

6 A. Yes. 

7 Q. And that's Exhibit 18989. Do you have that, 

8 sir? 

9 A. Uh-huh. 

10 Q. And what was concluded there by a whole host of 

11 medical doctors was the following. "The documents 

12 show" — 

13 I just want to deal with this very first one. 

14 A. Right. 

15 Q. — "that research conducted by tobacco companies 

16 into the deleterious health effects of tobacco was 

17 often more advanced and sophisticated than studies by 

18 the medical community." Correct? 

19 A. That's what it says. 

20 Q. And right down below the last bullet point it 

21 goes on to state, "We think that these documents and 

22 the analyses merit the careful attention of our 

23 readership because they provide massive, detailed, 

24 and damning evidence of the tactics of the tobacco 

25 industry." Correct? 
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1 A. Yes. 

2 Q. And if you go to the last page, you can see all 

3 of the medical doctors that signed that; correct? 

4 A. Right. 

5 Q. Now you said that you read the 1988 Surgeon 

6 General's report; correct? 

7 A. Yes. 

8 Q. And can you go to Exhibit 3820, the Surgeon 

9 General's report. Should be right in front of you. 

10 A. May I comment on this, or — or just — now — 

11 Q. If Mr. Bernick — 

12 A. You read it correctly. 

13 Q. — wants to ask you some questions, he will. 

14 A. You read it correctly. 

15 1988 Surgeon General's report? Got it. 

16 Q. By the way, do you know if any of those doctors 

17 who signed that report, put their name to the Journal 

18 for the American Medical Association, received any 

19 money for research from The Council for Tobacco 

20 Research? 
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A. I don't know. 

Q. Do you know if they received any from the 
Kentucky Tobacco Institute? 

A. I have no idea. 

Q. If you go to the Surgeon General's report, sir. 
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A. Okay. 

Q. Can you go to page 15. 

A. Okay. 

Q. And it's got Chapter 5, "Tobacco Use Compared to 
Other Drug Dependencies;" correct? 

A. Right. 

Q. And what was reported there by the Surgeon 
General was that "The pharmacologic and behavioral 
processes that determine tobacco addiction are 
similar to those that determine addiction to drugs 
such as heroin and cocaine." See that? 

A. That's what it says, right. 

Q. And do you know how many doctors serve on the 
Surgeon General's committee? 

A. A lot. 

Q. And scientists? 

A. A lot. 

Q. How many? 

A. Oh — well there was four of the scientific 
editors, and there were a whole lot that submitted 
chapters, and there were a whole lot of reviewers. 

Q. Okay. 

A. There are, I don't know, 50 maybe. 

Q. Fifty? 

A. Sixty. I don't know. A lot. 
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Q. Any toxicologists? 

A. I'm sure there were toxicologists. 

Q. Pharmacologists? 

A. Certainly. 

Q. Medical doctors? 

A. Yes. 

Q. And the Surgeon General's reports are circulated 
throughout all of those individuals; correct? 

A. Right. 

Q. And then they look at all of the evidence and 
come up with the Surgeon General's recommendations 
and the ultimate reports; correct? 

A. Right. 

Q. And the ultimate conclusion was that the 
pharmacologic and behavioral processes that determine 
tobacco addiction are similar to those that determine 
addiction to drugs such as heroin and cocaine; 
correct? 

A. Yes. 

Q. That's what that collective body of scientists 
from a number of different disciplines arrived at; 
correct, sir? 

A. That's right. 

Q. And some of your studies on rats were referenced 
in that Surgeon General's report; correct? 
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1 A. Yes. 

2 Q. Part of the thousands of studies that had been 

3 reviewed by all of those doctors; correct? 

4 A. That's right. 

5 Q. Part of the basis of the totality of the 

6 scientific information that led to the Surgeon 

7 General's conclusions in 1988; correct? 

8 A. Right. 

9 MR. CIRESI: Thank you, doctor, I have no 

10 further questions. 

11 MR. BERNICK: We just need to switch the 

12 Elmo over. We can just do that, if that's all right. 

13 REDIRECT EXAMINATION 

14 BY MR. BERNICK: 

15 Q. Hello, Dr. Rowell. 

16 I'd like to begin with Exhibit 12390, which was 

17 just shown to you by Mr. Ciresi, and its focus on 

18 transdermal nicotine. 

19 A. Right. 

20 Q. Okay. Now when you have transdermal nicotine, 

21 is that the same thing as smoking a cigarette? 

22 A. No, it is not. 

23 Q. What's the difference? 

24 A. Well there — there is a lot of difference. The 

25 two main differences are, if you're talking about 
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1 just the nicotine, the nicotine delivery is 

2 completely different in transdermal. It's slow 

3 absorption. As this article goes into, blood levels 

4 are — particularly with the nicotine patches, 

5 they — they come up and then stay at a regular — 

6 regular kind of a steady-state level throughout the 

7 day. That's the first difference. Whereas with 

8 inhalation, you would have a much more rapid and 

9 quick delivery of nicotine to the bloodstream. The 

10 second difference, of course, is with transdermal 

11 nicotine you're only delivering nicotine, which with 

12 cigarette smoking you've got nicotine delivery 

13 accompanied by all the other sensory and behavioral 

14 things that we talked about earlier, the complex 

15 behavior of cigarette smoking in addition to the 

16 nicotine delivery. 

17 Q. And if I pointed out a portion of this document, 

18 the top line before you, page two, which points out 

19 exactly what you now just said; that is, this paper 

20 is just focused on the nicotine effect, all the other 

21 attributes connected with smoking have been ignored. 

22 A. That's basically — 

23 The rest of the smoking activity is not 

24 discussed in this. 

25 Q. Now you were also shown Exhibit 12392, which was 
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1 this 1991 document talking about smoking cessation 
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2 methods, and this is a document that says that "Most 

3 methods have achieved, at best, only moderate success 

4 because they cannot imitate it unique property of 

5 inhaled cigarette, the delivery of unchanged nicotine 

6 to the brain occurring a few seconds after taking a 

7 puff." 

8 A. Right. 

9 Q. Is that sometimes referred to as the bolus 

10 effect? 

11 A. Yes. That would be assuming there is a bolus 

12 effect, which isn't known exactly. But it's very 

13 possible that there's a bolus effect that you get 

14 from inhalation. 

15 Q. Mr. Ciresi asked you a bunch of questions about 

16 the difference between inhalation and other routes of 

17 exposure. 

18 A. Right. 

19 Q. He asked a bunch of questions about dose, the 

20 way that the dose is received and the frequency of 

21 the dose. 

22 A. Right. 

23 Q. What do those have to do with the theory of 

24 bolus effect? 

25 A. Well with the gum and the transdermal 
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1 administration, things like that, you could not 

2 really get a bolus effect from those kinds of 

3 administrations. It's — it's probably possible — 

4 in fact it's been demonstrated that you can get a 

5 bolus effect, obviously, with intravenous 

6 administration, but none of the other smoking 

7 cessation aids, even inhalers or nasal sprays, have 

8 been able to replicate inhalation. 

9 Q. Okay. We'll get to that in just a minute. 

10 A. Okay. 

11 Q. In terms of what the bolus effect is in 

12 connection with cigarettes, what feature of cigarette 

13 smoke intake or nicotine intake is referred to by the 

14 bolus effect? What properties of the dose? 

15 MR. CIRESI: Your Honor, — 

16 A. It's the — 

17 MR. CIRESI: — objection. This goes 

18 beyond the scope. 

19 THE COURT: Well he can answer that. 

20 A. What contributes to the bolus effect? 

21 Q. What is the bolus effect? Yeah. What is the 

22 mechanism of the bolus effect? 

23 A. Okay. The bolus effect is the fact that from 

24 cigarette smoke nicotine can be transferred from the 

25 tar particles directly into the bloodstream on a kind 
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1 of a per-puff basis. 

2 Q. And the route of intake is? 

3 A. Inhalation. 

4 Q. And it goes into what part of the bloodstream? 

5 A. It goes into the — into the — 

6 It will go into the pulmonary vein, back to the 
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7 heart. It's the capillary system in the lung. 

8 Q. Okay. Now I believe you turned to Exhibit 26252 

9 on the effects of nicotine on biological systems too. 

10 Mr. Ciresi also directed your attention to page 249 

11 which says, "The cigarette is an optimal dosage form 

12 to establish dependence. It readily enables the user 

13 to self-administer nicotine doses repeatedly and 

14 rapidly and incorporates a rich confluence of sensory 

15 elements. In essence — in essence the cigarette 

16 does for tobacco what crack did for cocaine, it 

17 provides a rapid onset of effects, producing an 

18 arterial bolus that may be ten times more 

19 concentrated than venous blood." Is that again a 

20 reference to the bolus effect? 

21 A. That is, uh-huh. 

22 Q. Now we go back to the Rose paper that Mr. Ciresi 

23 also asked you about. That was Exhibit GK000488. Do 

24 you recall that? 

25 A. Yes. 
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1 Q. And it wasn't shown to you, but counsel pointed 

2 out the statement that occurs in discussing the 

3 procedures, that during the infusion session two 

4 identical infusions were administered 90 minutes 

5 apart. Remember being asked about that? 

6 A. Yes. 

7 Q. Could you tell us whether an effort was made in 

8 this study to replicate the bolus effect and see if 

9 it was really there? 

10 A. Yes. I mean during those 90-minute-apart trials 

11 nicotine was delivered in bolus fashion — or in 

12 pulsatile fashion to the smoker as they smoked the 

13 denicotinized cigarette or as they didn't smoke the 

14 cigarette. 

15 Q. So you got a 90-minute session, and what happens 

16 within this session? 

17 A. Well between those sessions is a 90-minute 

18 period. 

19 Q. Okay. 

20 A. So there's kind of like a rest period for 90 

21 minutes when nothing is happening. 

22 Q. Now let's talk about the session itself. What 

23 happens during this session? 

24 A. Okay. During the session there's the procedure 

25 where the individual is either smoking a 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
REDIRECT EXAMINATION - PETER ROWELL 

12806 

1 denicotinized cigarette or they don't smoke a 

2 cigarette and then they smoke the regular cigarette, 

3 and then they're receiving the bolus of nicotine in a 

4 pulsatile reaction. 

5 Q. Pulsed? 

6 A. Pulsed, right. 

7 Q. What does "pulsed" mean? 

8 A. "Pulsed" means that the nicotine is infused 

9 rapidly intravenously a number of times. 

10 Q. If you go immediately up above the portion that 

11 was read to you, it says, "The infusions were 
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12 administered either as a — as pulsed injections" — 

13 A. Right. 

14 Q. — "with each injection delivering a nicotine 

15 dose equivalent to one puff" — 

16 A. Right. 

17 Q. — "or as a continuous infusion." Is that what 

18 you're referring to? 

19 A. Right. The injections, I mean it's piural. 

20 They're administering injections as pulsed doses in 

21 order to deliver them as they would from one — from 

22 each puff. Then there was the 90-minute wait, and 

23 then there would be another session. 

24 Q. Was Dr. Rose careful to then measure the 

25 plasma — the plasma nicotine boost? 
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1 A. Yes. That's — 

2 Q. I'm sorry? 

3 A. Well that's in this same article, right. 

4 MR. CIRESI: I'm going to object to Dr. 

5 Rose measuring anything. Your Honor. It's reported 

6 in the article. 

7 Q. Does the article report the plasma nicotine — 

8 plasma nicotine level's boost? 

9 A. Yes. I mean I — I don't have it with me. I — 

10 I couldn't find the tab number. Actually I think Dr. 

11 Benowitz did the — did the actual studies, but they 

12 report in this paper — 

13 Q. Okay. 

14 A. — what the — what the plasma nicotine boosts 

15 are. 

16 Q. And as you compared the pulsed nicotine bar 

17 here — 

18 A. Right. 

19 Q. — with the actual — usual brand of cigarette, 

20 which delivered the highest plasma nicotine boost, 

21 the pulsed nicotine that was being given IV, or the 

22 real cigarette? 

23 A. From the bar graph, it would have been the 

24 pulsed IV nicotine was somewhat higher. 

25 Q. Now when it came, then, to making the 
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1 comparisons, here's the one on satisfaction and good 

2 taste, if you compare the denic cigarette with no 

3 nicotine whatsoever — this one here — 

4 A. Right. 

5 Q. — with the usual brand of cigarette, does there 

6 end up being any difference between the two? 

7 MR. CIRESI: I'm going to object to that. 

8 That's a different test. Your Honor. 

9 THE COURT: Well — 

10 MR. CIRESI: It's a misstatement of the 

11 paper. 

12 Q. Is that the same test? 

13 A. It's the same study. I mean it's the same — 

14 exactly, yeah. 

15 Q. Is there any difference between — reported 

16 between the denic cigarette with no nicotine 
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17 whatsoever and the regular cigarette? 

18 A. There's no difference reported. 

19 Q. And is there any difference between the pulsed 

20 nicotine and the denic cigarette and then the regular 

21 cigarette? 

22 A. No. 

23 Q. Is there specific commentary that Dr. Rose gives 

24 in this paper regarding the bolus effect? 

25 A. Yes, there is. 
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1 Q. Again parts were read to you, but let's go and 

2 actually show the conclusions. "It is not known how 

3 the arterial levels of nicotine compare with those 

4 produced by pulmonary delivery of nicotine. However, 

5 it is not likely that pharmacokinetic differences 

6 between intravenous and pulmonary absorption are 

7 important in meeting the subjective effects of 

8 smoking, because the effects of smoking a 

9 high-nicotine cigarette were closely matched by a 

10 combination of intravenous nicotine infusions and 

11 smoking a denicotinized cigarette." Do you see that? 

12 A. Yes. 

13 Q. And then specifically regarding the bolus 

14 effect, is there a paragraph that deals with the 

15 nicotine bolus hypothesis? 

16 A. Number five. 

17 Q. Says, "There is no support for one version of 

18 the population 'nicotine-bolus' hypothesis, which 

19 states that puff-sized 'hits' of nicotine to the 

20 brain are critical for smoking reward. There was no 

21 difference between the effects of puff-sized pulsed 

22 intravenous nicotine injections and the effects of 

23 continuous infusions. However, a cigarette-sized 

24 'bolus' over several minutes may nonetheless be 

25 important to smokers, at least for short-term relief 
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1 of craving." 

2 Does that address the bolus hypothesis? 

3 A. Yes. 

4 Q. Is there also a discussion about euphoria? 

5 A. Yes, the next paragraph. 

6 Q. "There is no support for the view that nicotine, 

7 in doses habitually inhaled by smokers, produces 

8 significant euphoria. Although considerable evidence 

9 implicates nicotine addiction as an important 

10 determinant of smoking, the immediate subjective 

11 effects of nicotine are subtle, and reinforcement 

12 mechanisms contributing to tobacco dependence do not 

13 appear to depend on intense feelings of subjective 

14 pleasure associated with the pharmacologic actions of 

15 nicotine." Was that also reported? 

16 A. That's — that's exactly right. 

17 Q. Now you were then asked whether, in cigarette 

18 smoking, people take many, many smaller doses. Do 

19 you recall that? 

20 A. Yes. 

21 Q. What does that tell you from a pharmacological 
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22 point of view about whether nicotine is a weak or a 

23 strong reinforcer pharmacologically? 

24 MR. CIRESI: Objection, no foundation. Your 

25 Honor. 
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1 


THE 

COURT: Sustained. 


2 

BY 

MR. BERWICK: 


3 

Q. 

Can you draw any conclusion as a result 

of 

4 

being — in terms of the pharmacological effects. 

5 

from what has 

been reported here regarding the fact 

6 

that nicotine 

is taken in smaller doses when 

smoking 

7 

occurs? 



8 

A. 

Well — 



9 


MR. 

CIRESI: Excuse me, that calls 

for a 

10 

"yes" or "no," 

Your Honor. 


11 

A. 

Yes . 



12 

Q. 

And what 

conclusion would you draw? 


13 


MR. 

CIRESI: Objection, Your Honor, 

there's 

14 

no 

foundation 

for that question. 


15 


MR. 

BERWICK: Your Honor, he — 


16 


MR. 

CIRESI: It's based on this report. 

17 


THE 

COURT: Sustained. 


18 

BY 

MR. BERWICK: 


19 

Q. 

Do you recall being asked by Mr. Ciresi 

what the 

20 

effect was in 

terms of dose delivery under those 

21 

circumstances? 



22 

A. 

Yes. 



23 

Q. 

Okay. According to the Rose — 


24 


Does the 

Rose study report any significant 

25 

difference associated with the fact nicotine 

is taken 
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1 in these smaller doses? 

2 A. Difference between nicotine taken in smaller 

3 doses or not? 

4 Q. Right. 

5 A. No. 

6 Q. Now I want to direct your attention to the 

7 editorial that was shown to you as Exhibit 18989. Do 

8 you recall being shown this editorial about the Brown 

9 & Williamson documents? 

10 A. Yes. 

11 Q. And your attention was directed specifically to 

12 this statement that "Research conducted by tobacco 

13 companies into the deleterious health effects of 

14 tobacco was often more advanced and sophisticated 

15 than studies by the medical community." Are you 

16 familiar with that statement? 

17 A. Yes, I am. 

18 Q. And is it true, have you taken a look at the 

19 collection of documents, that is how many documents 

20 were reviewed in the articles that were published 

21 which supported that conclusion? 

22 A. I've taken a look at everything that I think is 

23 available — 

24 Q. Well — 

25 A. — in terms of documents. 

STIREWALT & ASSOCIATES 
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Q. — let me direct your attention — 

A. Yeah. 

Q. — to the left-hand column of the article and 
ask you if it indicates how many pages were reviewed, 
how many memoranda were reviewed to support the 
conclusions reached in this editorial. How many 
pages? 

A. From this, 4,000 pages. 

Q. That was the population that was reviewed? 

A. If I'm reading this from where you are, the 
documents — 

Q. Yes. 

A. — on the left-hand side? 

Q. Yes. 

A. Yes, approximately 4,000 pages reports, letters, 
blah blah blah, that's what reviewed — was reviewed 
for this. 

Q. Okay. Now directing your attention to 
Plaintiffs' Exhibit 18984, which is already in 
evidence as a learned treatise, was there a 
particular article that was done to support this 
editorial that related to nicotine and addiction? 

A. Which number is that? 

Q. It's 19 — it's 18984. 

A. Eighteen — 
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I don't have that one I don't think. But 
I'll — 

Q. Are you familiar with a document — the article 
that was written as part of the JAMA series on 
nicotine and addiction? 

A. Yes. 

Q. Okay. I'm going to put it on the screen now as 
Exhibit — Plaintiffs' Exhibit 18984. It's called 
"Nicotine and Addiction, The Brown & Williamson 
Documents." Are you familiar with that? 

A. I am. 

Q. And was this the particular article relating to 
nicotine and addiction that was written in support of 
the editorial that was shown to you just now? 

A. Yes. This was one of the — 

MR. CIRESI: That's a misstatement. Your 
Honor. There was more than one article written. 

THE WITNESS: Right. This was one article. 
THE COURT: Yes. Rephrase that question, 

counsel. 

Q. Relating to nicotine and addiction, is this the 
article relating to nicotine and addiction that was 
done in support of the statement that was just now 
read? 

A. Yes. 
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Q. Now I want to direct your attention to the 
authors. Peter Hanauer, LLB. Do you know why a 
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3 lawyer was involved in writing this article? 

4 A. No, I do not. 

5 MR. CIRESI: Can we see all the — may we 

6 see all the authors. Your Honor? 

7 MR. BERNICK: Sure. 

8 Q. Let's pick up another one. Dr. Stanton Glantz, 

9 is he a recognized authority within the field of 

10 pharmacology? 

11 A. I — I don't recognize him as a — 

12 No. 

13 Q. Do you recognize anybody here as an authority in 

14 the field of pharmacology, nicotine pharmacology? 

15 A. I didn't recognize the names before these JAMA 

16 articles came out. 

17 Q. Now there's a reference here in this particular 

18 article that's also been read to the jury here, it 

19 appears on page 232, and it says, "The contract work 

20 and the internal company research projects on 

21 nicotine reviewed herein have not been published in 

22 the scientific literature. Often, the work was well 

23 ahead of its time. The Battelle work in Geneva was 

24 at the cutting edge of nicotine pharmacology." 

25 Is that a reference to the same Battelle work 
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1 that you told the jury about this morning? 

2 A. Yes, it is. 

3 MR. CIRESI: Objection, Your Honor, there's 

4 no foundation for that. We don't know what documents 

5 he's looked at. He doesn't know the totality of the 

6 documents that these individuals looked at. 

7 THE COURT: Sustained. 

8 Q. Have you looked at the articles — 

9 Have you read the articles in the course of your 

10 work to determine the particular documents that they 

11 were relying upon? 

12 A. Yes. They're discussed in this article. 

13 Q. Are they all referenced in the article in detail 

14 at the conclusion? 

15 A. Yes, they are. 

16 Q. In fact, if we went back to that point, would we 

17 see that the last page is literally filled with the 

18 references from the scientific literature right here? 

19 A. Right. 

20 Q. And the cited Brown & Williamson documents right 

21 here? 

22 A. Yes. 

23 Q. They're all set forth in the article; are they 

24 not? 

25 A. They're set forth and they're discussed. 
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1 Q. Okay. And based upon your review, is the 

2 discussion that is contained there, does that relate 

3 to projects like HIPPO I and HIPPO II which are also 

4 referred to in the article specifically? 

5 A. Right. They're exactly referred to in the 

6 article, and "Fate of Nicotine in the Body." 

7 Q. Okay. Now when you take a look at the actual 
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8 references, did the researchers who did this article, 

9 did they look at any of the nicotine pharmacology 

10 references that you found in the course of your own 

11 work that were published at the same time as the 

12 Battelle work? 

13 MR. CIRESI: Objection, irrelevant. Your 

14 Honor. No foundation. 

15 THE COURT: Sustained. 

16 Q. When you did your own comparison between what 

17 Battelle found and what was found in the public 

18 literature at the same time, did you isolate the 

19 articles in the public literature at the same time 

20 that related to the same subject matter? 

21 MR. CIRESI: Objection, irrelevant, no 

22 foundation. 

23 THE COURT: Sustained. 

24 Q. Well when you made your comparison to determine 

25 whether there was anything that Battelle had found 
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1 which was significantly different from what was in 

2 the literature at the time, did you or did you not 

3 locate the publications on the same subject? 

4 MR. CIRESI: Same objections. Your Honor. 

5 THE COURT: Unless you bring — refer to 

6 the publications, counsel, — 

7 MR. BERWICK: Okay. 

8 THE COURT: — sustained. 

9 MR. BERWICK: Okay. 

10 Q. The publications — 

11 What publications did you find relating to — 

12 that related to the same subject matter as the 

13 Battelle work? 

14 A. Okay. I found publications related to the 

15 release of adrenal corticotropic hormone that was 

16 discussed that preceded that. There was this article 

17 by Marrin in the 1950s — I'm doing this by memory, 

18 so it's hard to know. 

19 THE COURT: Do we have that — 

20 MR. CIRESI: Your Honor, we're going to 

21 object to that. There's been no documents 

22 designated. We just have no basis to cross-examine 

23 this. 

24 THE COURT: Do we have that available? 

25 MR. BERWICK: The Marrin study in 
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1 particular? I don't know. It's been marked as a 

2 trial exhibit. I don't know if it's present here in 

3 court. 

4 THE COURT: Well if he's going to compare 

5 the studies, then I think the jury is entitled to see 

6 what he's doing in his comparison. 

7 BY MR. BERWICK: 

8 Q. Let me just ask you this question: Did you make 

9 an effort. Dr. Rowell, in doing your own work, to see 

10 whether any of the articles that you had found had 

11 even been considered by the authors of this paper? 

12 MR. CIRESI: Objection, Your Honor, calls 
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for speculation and conjecture. 

THE COURT: Sustained. 

Q. There's a reference here to "Reaction to 
Battelle Research at B&W," and it says that "The 
exchanges demonstrate that B&W and B.A.T executives 
reported these studies as reliable." Do you see 
that? 

A. Yes. I don't — well I see it, I don't — I 
don't have the document in front of me, so I don't 
know what it's actually referring to. 

Q. Now again, going back to all of the cited Brown 
& Williamson documents that the authors used, did 
they anywhere even consider the appraisal that had 
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been made by Dr. Armitage relating to the Battelle 
work, which appraisal you referred to this morning? 
MR. CIRESI: Objection, irrelevant. 

THE COURT: Sustained. 

MR. BERWICK: May I approach the witness. 
Your Honor? 

THE COURT: Yes. 

(Document handed to the witness.) 

BY MR. BERWICK: 

Q. Do you see any mention of the Armitage 
appraisal? 

MR. CIRESI: Objection, Your Honor, it's 
irrelevant. 

THE COURT: You can answer. 

A. Well I've already looked at this, and there's no 
mention of the Armitage appraisal. 

Q. You were asked about the Surgeon General's 
report In 1988, Dr. Rowell. 

A. Yes. 

Q. And in particular your attention was directed to 
this statement here, "The pharmacologic and 
behavioral processes that determine tobacco addiction 
are similar to those that determine addiction to 
drugs such as heroin and cocaine." 

Is that the statement that was read to you? 
STIREWALT & ASSOCIATES 

P. O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 

REDIRECT EXAMINATION - PETER ROWELL 

12821 

A. That was the statement that was read. 

Q. Does that make a quantitative statement? 

A. Not at all. 

Q. Do you agree or disagree with the statement that 
was read to you from the Surgeon General's report in 


7 A. I agree with that statement. 

8 Q. Finally, Dr. Rowell, you were asked many 

9 questions about the funding that you have received 

10 over the years, and questions were put to you 

11 regarding The Tobacco Institute of Kentucky. Are you 

12 familiar with an organization called The Tobacco 

13 Institute of Kentucky? 

14 A. Well there's no Institute like that. That's not 

15 the name of it. I think that was referred to — 

16 Q. What is the institute that has provided funding 

17 for your research? 
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18 A. It's the Kentucky Tobacco and Health Research 

19 Institute, which is, as I say, a state agency set up 

20 by the state legislature. 

21 Q. And is it from that agency — that organization 

22 that you received research money over the years? 

23 A. Yes. 

24 Q. Have you received any research money, any 

25 research grant from any tobacco company? 
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1 A. I have not received any research funding from 

2 tobacco company — or from the tobacco company or 

3 Council for Tobacco Research in my lab. 

4 MR. BERNICK: I have nothing further. Your 

5 Honor. 

6 RECROSS-EXAMINATION 

7 BY MR. CIRESI: 

8 Q. The Kentucky Tobacco and Health Research 

9 Institute, — 

10 A. Right. 

11 Q. — do you know if 50 percent of its board of 

12 directors are members of the tobacco industry and 

13 tobacco farmers? 

14 MR. BERNICK: Your Honor, this was asked 

15 and answered by this witness, and not only that, it's 

16 beyond the scope of proper redirect examination. 

17 THE COURT: Your last question raised the 

18 issue, counsel. 

19 MR. BERNICK: The last answer was intended 

20 to respond to cross-examination, it's simply a 

21 reiteration of the cross. 

22 THE COURT: No, the implication in the 

23 statement was that he's never received any funding 

24 from the tobacco industry. You may ask that on 

25 recross. 
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1 Counsel. 

2 BY MR. CIRESI: 

3 Q. Now sir. The Tobacco Institute — 

4 Or Tobacco Research and Health Institute, that's 

5 the name; correct? 

6 A. Tobacco and Health — Kentucky Tobacco and 

7 Health Research Institute. 

8 Q. That was formed by the legislature in Kentucky; 

9 correct? 

10 A. Right. 

11 Q. Now — 

12 A. Received — okay. 

13 Q. Do you know if that legislation requires 50 

14 percent of its board of directors to be from the 

15 tobacco industry and tobacco farmers? 

16 A. I do not know. 

17 Q. Do you know if Mr. Pepples from Brown & 

18 Williamson Company has served on that Executive 

19 Committee and had a dominant voice in it? 

20 MR. BERNICK: Object to the lack of 

21 foundation. He just said he doesn't know. 

22 THE COURT: Well this is a different 
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23 question. 

24 Q. Do you know? 

25 A. I don't know. 
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1 Q. Now I just want to go back to the Rose study 

2 for — for one thing, and I apologize for not being 

3 able to put it up, but I only have the one copy. All 

4 right? 

5 What Rose found and his investigators found 

6 while they were looking at the cessation, smoking- 

7 cessation issue, was that "The combination of 

8 intravenous nicotine and smoking a denicotinized 


9 

cigarette" — 


10 


MR. BERNICK: 

Can we have a page number? 

11 

I'm 

sorry. 


12 


MR. CIRESI: Abstract. The abstract. It's 

13 

the 

first page of it. 


14 


MR. BERNICK: 

Okay. 

15 

Q. 

"The combination of 

intravenous nicotine and 

16 

smoking a denicotinized 

cigarette produced effects 

17 

similar to those of smoking a high nicotine 

18 

cigarette;" correct? 


19 

A. 

Yes. I don't have 

it with me, but — 

20 

Q. 

Do you recall if that was the finding? 

21 

A. 

Yes . 


22 

Q. 

I'll be glad to show it to you, sir. 

23 

A. 

No, I agree. That's all right. 

24 

Q. 

Okay. So they were 

talking about the 

25 

combination of the two; 

correct? 


STIREWALT & ASSOCIATES 


P.O. BOX 18188, MINNEAPOLIS, MN 55408 1-800-553-1953 
RECROSS-EXAMINATION - PETER ROWELL 

12825 

1 A. Right. 

2 Q. And they said it was similar to smoking a high 

3 nicotine cigarette, which you described as a normal 

4 cigarette; correct? 

5 A. That's — 

6 I understood their usual brand. I don't know 

7 whether it was high or low. 

8 Q. Right. And you have no idea what nicotine 

9 levels were in the cigarettes; correct? 


10 

A. 

No, I said — 


11 


I think I said it 

was irrelevant because I 

12 

measured the blood levels. But I don't know. 

13 

Q. 

And you remember 

when I was asking you about 

14 

dose 

, frequency, et cetera, that was relating to how 

15 

you 

evaluate a drug; wasn't it? 

16 

A. 

Yes. 


17 

Q. 

That's what those 

questions were intended to 

18 

inquire into; weren't 

they? 

19 

A. 

From you? 


20 

Q. 

Yes . 


21 

A. 

To — 


22 


Yes . 


23 


MR. CIRESI: 

Thank you, doctor, I have no 

24 

further questions. 


25 


THE COURT: 

Anything else? 
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RE-REDIRECT EXAMINATION 

BY MR. BERNICK: 

Q. The one finding that Mr. Ciresi read related to 
infusions of nicotine, pulsed nicotine, and a denic 
cigarette as compared to the usual brand, was exactly 
the same finding made with regard to the denic 
cigarette with no nicotine infusions whatsoever? 

A. Right. Where there wasn't a combination, yes. 

MR. BERNICK: I have nothing further. 

THE COURT: You may step down. 

MR. CIRESI: One question. Your Honor? 

THE COURT: No. 

MR. CIRESI: Okay. 

(Laughter.) 

(Witness excused.) 

MR. WEBER: Your Honor, we do have a 
witness, but I guess I'd ask the court's indulgence, 
moving the box and everything, if we can start Monday 
morning. 

THE COURT: Why don't we recess, then, and 
we'll reconvene Monday morning at 9:30. 

THE CLERK: Court stands in recess. 

(Recess taken.) 
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